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LB H RS S B B RE AN T AERN A ARX .
#2%% BD22092 (SEQ ID NO :235) il
% BD20337 (SEQ ID NO :148) ,
2. UL S B B Bt N A A R E R AR X AR gE R AR X
¥ BD22092 (SEQ ID NO :235) il
4 BD20337 (SEQ 1D NO :148) ;
FEHIH AP RTA RS, FriR EEE, BURF T ikl 4, ik J7 ik a4
(1) $ef 7 A28 1 (ICF1) Mk, A&k A 2 N2 R IT I M E R RILH F
T, Pk 2 A G 1 7 7 A 48 K [ Kabat 22X 1 (KFL) &5 M3 & L 18, Horp
A FHE R 7 51 M G BR A R AR X DR B P &R 230 B SR B E 1S R e g R
s
(2) $RHEFEAMIEX 1(CDR1) , HR [ 1F5 JUARRI AT AR X
(3) $Rpfp 7 A MZE 2 (ICF2) ZMik, HA &k A 2N 2R IT I M E LR ILH 7
T, Pk 2 A G 1 ) A A5 K [ Kabat 22X 2 (KF2) &5 M I i & L 1, Horp
A FHE R 7 5 e BR A R AR X PR P &R Z 3 B SR B AR R e g R
s
(4) $BEHEANIEX 2(CDR2) , Hok H 175 JiiRRI AT 4B X
(5) PR MZE 3(ICF3) ZMik, HA &k A 22 B RIT 7 M E LR ILH 7
T, Pk £ A G ) A A K [ Kabat #4122 [X 3 (KF3) &5 M3 i & L 15, Horp iy
R A E I 7 51 M G SR AT AR X PR B Ph 2R 7 B3 B R B 1S R S R R
e
(6) PR HEANIEIX 3(CDR3) , Hok H 1F5 FUAR R AT AZ X Al
(7) ARG R LI S R B 4 (ICF4) Z5H048, A F ok A 2 A2 R 7 51 12 IR
LH ), Frik 24 G 7 R85k B Kabat #321X 4 (KF4) £5 I 2 R 1R, H
H BT IR 2 AN E AR 7 51N He e BR g 1 m AR X DR AR 2R 7 213 3 i SR BB 1S 1 R H
REA
HpFE /D —AN 1CF sk g R RNAZ R 7
(8) A5’ % 3" J5 M 4wAS TCF1-CDR1-TCF2-CDR2-TCF3-CDR3 FIAT-1E 1 TCF4 45 #4:,
[FIAZIR o
3B E SR 2 PR 455 v B Ho ik $1L JR 45 & v BL s Fab Jv Bt Fab” Jv BX.
Flab' ), F B HBEBUA . Py F B, scFv i BC IR A . Fd FrBYE Fd” A EX .
4. BMER 3 MPLR A& B o Frid St s 456 h Be S Fe Bl G
5. B A REU S P, HEAERRER 2 128D —Mr 2 X HE K.
6. IR A PURBCH IR 455 b B, A SO LK 2 (2D — Rl 2 X A5
T.BURIER 6 ik A PURE & F B Hoh Frid ik & $UR 4 & f Bo ik & Fab, iR&
Fab’ (& Fab' ) B & BBEHUE G Fv S scPy LRI & Fd Bk & Fd .
8. Fr &b CD20 HLE M Puik B g i 45 & 1 B, HAw sy .
(i) BHEEP X, AL (a) ICFL, HAE SEQ 1D NO :43 MR 751 ; (b) CDR1, HAT
£ SEQ 1D NO :163 R ILER 771 5 () ICF2, HAD 5 SEQ 1D NO :61 FIRFLERFF 5 ; (d) CDR2,
2
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HAL A SEQ ID NO :164 B IEEL 771 5 (e) ICF3, AL SEQ 1D NO 73 YR EERRITF 5 (F)
CDR3, HAL SEQ ID NO :165 [ LR T 1 oM (g) ICF4, HALF SEQ ID NO :83 2 L2 7
F s PA R

(ii) EEFAFX, A5 (a) ICFL, HAL& SEQ 1D NO 7 fE LM E5) 5 (b) CDR1, Hify
5 SEQ 1D NO :151 [ZEIERRITF 5 (c) ICF2, AL & SEQ 1D NO : 10 AR 751 5 (d) CDR2,
HAUA SEQ ID NO :152 [EALEE 71 5 (e) ICF3, A& SEQ 1D NO :19 BT ; (f)
CDR3, HAL SEQ 1D NO :153 B EIR T sH (g) ICF4, HALS SEQ 1D NO :21 W ELIR T
P

9. ZiH AW S, A« (a) BURIER 2 MR R 44 R B .

10. BURIZER 9 ZIW A & VI BEL ] &, 33— D A8 2025 n 8 2 BAR BUR B 7 .

L1 BCRIZESR 2 PR BT IR 45 A B AE il & F TR Y7 BUESCE o m  BgL RE Bl g
PEE BRI IR -

12. BURIZER 2 BRI IR 45 A BRAE il 28 FH T HI I B B S 0% R 29 i
Az

13, BURIZESR 2 TR BB R 45 6 Fr BOAE il 2% FH TR B BR B 41 3 1 4 8 L
LR R

14, BURIZESR 2 BRSBTS 456 Fr BUE il 28 FH TR T B B 4 A 3 59 (14
FIZMA AR &, Frid G 7 B A E MEN Frid A s RS & B
T HTIR X R 515K AT o

15, BUORIZESR 14 19, Hod Brd 200 /2 B 40 bk B8 o
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R R EFFERTTZ

[0001]  AHICHIIG

[0002] A HHEARYE 35U. S. C. $119 (e) B3R 2006 4F 12 H 20 H H % 1925 F Il i HiE R 7
5 (USSN)60/871, 069 (ISR . ik 4 I NA ST B I,

[0003] £ EFS-WEB {RAF {3 K15 %

[0004]  ASHE{EATMPEP $173011.B. 2. (a) (A) MU AAEE L USPTO EFS-WEB AR 5528 Hi 142
25, G RAERE TR T (SEQ 1ID) %, FEF R N4 XA SEIENS %, BT
PEAZ 10 7 51 R 2 a0 1R SR SO

[0005]

PELE Bl H KA

564462015840. txt 20019 A 7H 212, 659 [hF

FAR Gt

[o006] AR BH-—Mc b gt TR A AP MRS fE— D7, RRHREE T
suis i & ANduE (BRGNS BB G HUE ) b AT AZ B S il & T FH X L 4 %
REEM T ARt 7 B R I JOX 2 IR R SE T 5. AR it He
LT EE S HILA AMZEX B “Pr L H M ZE X (IndependentlyConsensused Framwork
regions) (ICF) "M 2 ik, g AT THIAZ IR, B0 37X 8 TCF M1/ BUAR & B I HuAds 1 S e
AR &, B R T e A SOFE A A R E .

BEEA
[0007]  Pufk (BAIEEREE, 1g) & HHE RARE AR R AZAE S RY) i = A & A
o HIEERE IR HERAN T 0E RAE ML II6E. Wil sk E A MNIZR T 5 AT A
HERA (R R ) A TR, G S I R B S5 7 Rl A R v o AN 98 A8 DL — 2D 38 T i
KA B ERE A AR E . — MU SEBRE 1 TeG HA H 4 BRI Y B
GER) ISR BB AR, AR R A AR XM B X o AJ AR X A DAk — 20 4 B Bl
X, A Ze (FR) AE A2 X (CDR) o
[0008]  GEERER [ O TIRIT VF2 m RURE , 9 A8 25 I B B AE W HE T+ e e filTE
FEBEYGR. B2, BRI U R4 T N REEB, PUAA 25 EARAER
TERAE S R I S N2, 2 R E AT PUIE AR S ( “HuBIEME) R RAEE LA G Lite
K H AR ARIE a0k B ST, o) SR PR ] 5L ARRR AR . SPUATTAE B/ RE (XEH
EYRIT AN ), AR Al R AR AP/ PUE (HAMA) R o N BEARAS Ay B8 1 i Jid 14 4
HAMA, Z0H) B4R i — 26 X3 mT DL N B A B2 X 35 8 #, s b2 “ NI Brdk o . 15
TR, QWA JUAR AN COR B Hifd, Cpk o R DARRAIC S I e R o fHLAE , IR P 8 40
FEWE ] BEAS 2 DA A% R PR fe /M I HLAT BRI S BREE IR YT AR . BRI, 75 BRI Y
oy R 1, PR BT B Fe s S M (R I DR R B &8 2 RV YT A8CR

4
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[0009] K EHAEIA

[0010] AR EHEME T BRANT AR MM ZELATAE B 73— PR ) 5 5T 4 AR 1)
FEBEIAUAR o« £E T IE H 77 T, 3K BeHAA 2 2 B 1 B A I BB R T 2. A6 AT 32 () SRt 7
F, RRHTUAR D — A BT A B (B ZEX 7 BUFR) HATA B MR T
TIRIZ R T B 9w s RAE— DT, 20— AN — BB 3L R B “ I8/ 3717, A
XHTA . AE—ANTTIH, FrA TR EE A BT AR B 3h i, BN AR B BURZS FiZ N B
VEM N S 3 16 7 B S B S Wkl S 45 A PR U P 2 7 B, HRR N “ BAMNR 2
X7 (8% CDR) fi74E A T 7= A Ay BRI B S5 e e PE DR RO N B4 75 RT3 B9 5 T, P Ji o] LA
N TL25 T X —8W), B PR AT DO R SR B SR R 05 2 R [ 45 2R, s e BB R B 2
#& (toxin or poison exposure), &ML H BIME THi . 7EANIENSLHETEH, FR H
fiTsE B ABER A 2 TR0 “ LA 757 dahs, CDR >k B BIE, /.

[0011] AR 4E M4 T H T & oh Mt ARk H ok 77 % (“AN 128 H 4 3%
(HumanFramework Reassembly B¢ HuFR) ”, Frid S04 B0 45 B 4 Bodas, 461 a1 AR J B () B 4 A 9%
bl HAE M bR TREVR T BRI . iR AT LA EEBE (HC) IRIZRIEIX
(40 FR1, FR2, FR3 F1 FR4) FIEREE (LC) mIAR X HE T4 771, Horpohor T H e 4 X 3R
BRGERE R — WX AR A 75 Kk, 7T RE— R 220 X (F SR PR 28 7 51
HELPEF R E 2 K 2 FEVEEE A, JLBE fa vl DA T & S bk, B AR I E
NPT . XS P2 ] DUATAR B R S S 3R A 1P A B B AR iR BN
R M) AL 0 RF 5, I A G 7R %5 e AR A/ BN H AR
92 i P (AR

[0012] AR B4t 7 B 20 HEEEURBE AT AL IX 2 K, LA b AT AR R, e Bk Al AR
DX A 46 /D = AN O S R AR S5 RN (ICF) (ICF1, ICF2 Fl ICF3. 4RI AZ X £ k]
ARSI T EE 4 25858 (ICF4) .

[0013]  fE—ANSKHt T R, BN ICF 258 & N 2 AN B 7 DI 8 I A R AL 7
B, Frid 2 AL 7 5 R RAZ IR 7 5 EH B Mk, B iR R R A% R 7 7 A G &2 /b — 35
Y FE R Kabat #9ZR1X (KF) 258380, 1 KF1. KF2 8% KF3. 76— SLifi 7 &b, /4 ICF 45
PR35 MRS KE 5 MU B e B i 8 R B S R AL 7 o 72— SEie 7 b, 3R131X
M FIIRTTE (“IB (consensusing) ”) GG M b K 2 B A AU 7 51 %) LEFE
74 2 —Fh Kabat #JZRWF[X (401 KF1. KF2, KF3 B KF4) [ %/ — 304 M LB B % 1R
PSR (BRI E R ) 7E1% e W X (RN B H B AR S A l
AR O Z O X S R4S, R 4R TCR1L. ICF2, ICF3 B¢ 1CF4 4 Fr 71, $4it
T2 TCF, EAE ICF( LR 1 1 2), 48k ICF( Lk 3 T 4) .

[0014] AR HEIRAL T Ig 2K, HAS AR A ERE AR B X, 4 Khiid, Bt
FUAR, — A Bk, Fab B, BU8AEE Fv. TCFL, 2 A1 3 S5 M3 m] LATAE 1 85 —hW ¥, CDRIL,
2 M1 3 25 I8R] LAATAE B 38 =3 ph . St T 455 PR a0 CD20 B CD3 ()24 (I di A4
[0015] AR HE—DRAL T = A AR R B 1) 2 IR FIAZ IR S FL Al & SCPERI 7125 AR 2 IR
(LA SR LA R4 A5 RA A AFR ICFL, 1CR2, A1 ICR3.  HEHE RN 08 S0 5% ik
RECXS [ — 0 4560 DU A KT 30000 R ()30 o 414 SCHRE AT DUEE W Ay BB PR AT
i W4 B Ay BRI P S B AL 11 2 S Pk

5
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[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]
[0042]
[0043]
[0044]
[0045]
[0046]
[0047]
[0048]
[0049]
[0050]
[0051]
[0052]
[0053]
[0054]

AR SROE T A B PURSS & B A S 20— MAA N ASH R AX

(1) %2%% BD22084 (SEQ 1D
5% BD20332 (SEQ ID NO
(2) %% BD22085 (SEQ 1D
4% BD20335 (SEQ 1D NO
(3) 5% BD22086 (SEQ 1D
4% BD20335 (SEQ ID NO
(4) %55 BD22088 (SEQ 1D
5% BD20337 (SEQ ID NO
(5) #2%% BD22087 (SEQ 1D
%% BD20335 (SEQ ID NO
(6) %% BD22089 (SEQ 1D
HH8E BD20335 (SEQ ID NO
(7) %% BD22090 (SEQ 1D
%% BD20337 (SEQ ID NO
(8) #2%% BD22095 (SEQ 1D
%% BD20337 (SEQ ID NO
(9) #%% BD22091 (SEQ 1D
5% BD20337 (SEQ ID NO :

(10) #%% BD22108 (SEQ ID NO :230) #lI

5% BD20337 (SEQ 1D NO :

(11) %% BD22092 (SEQ 1D NO :235) Fil

5% BD20338 (SEQ 1D NO :

(12) #2%% BD22094 (SEQ ID NO :231)

% BD20337 (SEQ 1D NO :

(13) #2%% BD22096 (SEQ 1D NO :241)

4% BD20337 (SEQ 1D NO :

(14) #%% BD22092 (SEQ 1D NO :235)

4% BD20337 (SEQ 1D NO :

(15) #2%%E BD22102 (SEQ 1D NO :248) FlI

5% BD20337 (SEQ 1D NO :

(16) #2%%E BD22097 (SEQ 1D NO :246) I

5% BD20335 (SEQ 1D NO :

(17) #%% BD22104 (SEQ 1D NO :239) I

5% BD20337 (SEQ 1D NO :

(18) #3%% BD22085 (SEQ ID NO :232)

5% BD20339 (SEQ 1D NO :

(19) ¥4 BD22107 (SEQ 1D NO :226) #lI

5% BD20339 (SEQ 1D NO :

NO :225) Al

:138) ;

NO :232) Al

:143)

NO :227) Al

:143)

NO :229) Al

:148)

NO :240) Al

:143)

NO :243) Al

:143) ;

NO :234) Al

:148)

NO :244) Al

:148)

NO :242) Al
148) ;

148) ;

149) ;

148) ;

148) ;

148) ;

148) ;

143)

148) ;

150) ;

150) ;
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[0055]  (20) %2%% BD22100 (SEQ ID NO :236) Al

[0056]  EE%% BD20335(SEQ ID NO :143) ;

[0057]  (21) %%% BD22103 (SEQ ID NO :228) Al

[0058] %% BD20337 (SEQ ID NO :148) ;

[0059]  (22) %%E BD22105 (SEQ ID NO :237) Fil

[0060]  EE‘%% BD20337 (SEQ ID NO :148) ;

[0061]  (23) %%F BD22101 (SEQ ID NO :247) #il

[0062]  H 4% BD20335(SEQ ID NO :143) ;

[0063]  (24) %%F BD22106 (SEQ ID NO :245) #ll

[0064]  H %% BD20333 (SEQ ID NO :142) ;

[0065]  (25) %%F BD22108 (SEQ ID NO :230) Al

[0066]  Hi%% BD20338(SEQ ID NO :149) ;

[0067]  (26) %%E BD22109 (SEQ ID NO :233) F

[oo68]  HE%E BD20341 (SEQ 1D NO :154) ;BK#

[0069]  (27) %%E BD22111 (SEQ ID NO :238) 0

[0070]  EE%% BD20336 (SEQ ID NO :144)

[0071]  AKIIRAL T HUAB SRS S B B B8 20 —8 0 B n] A2 XA /b — 353

Ben X, K B o MR B a5 20— THAN S B REMER R
HE/90%.91%.92%.93%.94%.95% .96 % .97 % .98 % BY, 99 % BY. 524> 11 H) A8 [F) 1 -

[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]
[0079]
[0080]
[0081]
[0082]
[0083]
[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]

(1) %% BD22084 (SEQ ID NO :225) Al
3% BD20332 (SEQ ID NO :138)
(2) %% BD22085 (SEQ ID NO :232) il
4% BD20335 (SEQ 1D NO :143) ;
(3) %% BD22086 (SEQ 1D NO :227) Al
##% BD20335 (SEQ 1D NO :143) ;
(4) #%% BD22088 (SEQ ID NO :229) Al
4% BD20337 (SEQ ID NO :148) ;
(5) #%% BD22087 (SEQ ID NO :240) Al
%% BD20335 (SEQ ID NO :143) ;
(6) %% BD22089 (SEQ 1D NO :243) Al
%% BD20335 (SEQ ID NO :143) ;
(7) %%% BD22090 (SEQ 1D NO :234) Al
4% BD20337 (SEQ ID NO :148) ;
(8) %4k BD22095 (SEQ 1D NO :244) Al
4% BD20337 (SEQ ID NO :148) ;
(9) #%% BD22091 (SEQ ID NO :242) i
4% BD20337 (SEQ ID NO :148) ;
(10) #2%% BD22108 (SEQ 1D NO :230) Al
# 4% BD20337 (SEQ ID NO :148) ;
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[0092]  (11) %%F BD22092 (SEQ ID NO :235) Al
[0093]  E 4% BD20338 (SEQ ID NO :149) ;

[0094]  (12) %%% BD22094 (SEQ ID NO :231) Al
[0095]  #%% BD20337 (SEQ ID NO :148) ;

[0096]  (13) %%% BD22096 (SEQ ID NO :241) Fil
[0097]  EE%% BD20337 (SEQ ID NO :148) ;

[0098]  (14) %%F BD22092 (SEQ ID NO :235) #il
[0099]  E %% BD20337 (SEQ ID NO :148) ;

[0100]  (15) %%F BD22102 (SEQ ID NO :248) Al
[0101]  E %% BD20337 (SEQ ID NO :148) ;

[0102]  (16) %%F BD22097 (SEQ ID NO :246) Al
[0103]  EE%% BD20335(SEQ ID NO :143).

[0104]  (17) %%E BD22104 (SEQ ID NO :239) #
[0105]  H %% BD20337 (SEQ ID NO :148) ;

[0106]  (18) #%E BD22085 (SEQ 1D NO :232) F0
[0107]  E 4% BD20339 (SEQ ID NO :150) ;

[0108]  (19) %%F BD22107 (SEQ ID NO :226) Al
[0109]  E 4% BD20339 (SEQ ID NO :150) ;

[o110]  (20) %%% BD22100 (SEQ ID NO :236) Al
[0111]  E%% BD20335(SEQ ID NO :143) ;

[0112]  (21) %%% BD22103 (SEQ ID NO :228) Al
[0113] %% BD20337 (SEQ ID NO :148) ;

[0114]  (22) %%% BD22105 (SEQ ID NO :237) Hil
[0115]  EE%% BD20337 (SEQ ID NO :148) ;

[o116]  (23) %%F BD22101 (SEQ ID NO :247) #il
[0117]  E %% BD20335(SEQ ID NO :143) ;

[o118]  (24) %%F BD22106 (SEQ ID NO :245) #ll
[0119]  E %% BD20333 (SEQ ID NO :142) ;

[0120]  (25) %%F BD22108 (SEQ ID NO :230) Al
[0121]  H%% BD20338 (SEQ ID NO :149) ;

[0122]  (26) %%E BD22109 (SEQ ID NO :233) F
[0123]  HE%%E BD20341 (SEQ ID NO :154) ;BK#
[0124]  (27) %%E BD22111 (SEQ 1D NO :238) 0
[0125]  EE#% BD20336 (SEQ ID NO :144)

[o126]  JFf HHHprik /0 — 5 855, Frik 20— E8E, B & 2/ D5 T B H

a0 R TR A BB, Bk T i
(1) SO IATEE 1 (ICFT) S5, S AT A 22K 7 51 =2 2 1R
AP, Frid 2 A& R PR S AT E B 20— 7 Kabat #ZR X L (KF1) 544K
I I IR, T T 22 A2 ik IR PP 51 M S 5B i 13 AR (X2 DR FX) R 2% e 7R 26 T R B 7

[0127]

8
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H AT IS BRE )

[o128]  (2) fRfit = /b—Fo BAMIEIX 1 (CDRL) , HATAEH 1F5 LR AT AZX

[0120]  (3) $RALMSTILA LR 2 (ICF2) Aid, HAGATE A 2 N B 7 5 2 B i
LHFEH], ik 24 R T 5V A A ATA B 2034 Kabat #ZR1X 2 (KF2) 45435
()2 SR, e BTk 22 AN S 1R 7 1 A 5 B3R i 1) P A4 XS JR1 P b 28 7 27 8 2k R B 15
H AT BRE A

[0130]  (4) fRfitH/b—Fa BAMNIEIX 2 (CDR2) , HATAEH 175 LRI AT X

[0131]1  (5) R ILAMZE 3 (ICF3) ditid, HAGHTE A 2 N a7 N R
ILHF, Frid 24228 7 5 B0 574 3 20 —34) Kabat #321X 3 (KF3) 45141
PR IR, Hoh Birid 2 AN LR 7 51\ ey Bk B 11 m] A% [X 3 (R (R0 287 2 3 2 T SR B0 19
H AT IEERE A

[0132] () fRfit /& T AMNIEIX 3(CDR3) , HATAEH 1F5 HUER AR X s Al

[0133]  (7) AT HbFR AL S AT MY B 4 (1CF4) S5 #0038, A S HT4E A 2 AN SRR IF 7
AR ILA T, ik 2R AR T H BB H 20 —5 9 Kabat HZEX 4 (KF4)
SER IR 2 B R, e Ik 22 1 S IR 2 A e 1K i 1 AT AR X DAL A b 38 27 R kT R
BE R ARG R RRE N

[0134] P ZE/D—A 1CF f74 B E AT ;

[0135]  (8) LA 5’ & 3’ Jy [ i%E4ESwAdS [CF1-CDR1-1CF2-CDR2-1CF3-CDR3 ATk 1CF4 45
IR -

[0136] AR BEHFett 7 AR IS4 & bl v B, Hoh Bk 344 v B A2 Fab Jv B, Fab’
FrBt Fab’' ), BE BRBEUAA . Fy B, scPv F B HUE B, Fd FBesl P’ F B s BX
T AR AMBLUR S &Pk A BOREUER & 5 Fe @l E Mbiis B .

[0137] AR T B4 & B B Pk, RGOS A K ] 1) 2 b —Fhm] 48 X 4
AL

[0138] AR IRME TR A PUMRBUL TR 456 7 B A S AR KW E D —Fml 2 X 4

P
= o

[0139] AR IHHRMGL T AR B IR & PUR 45 & Juidk B, Horp iR iR & Pl i BUR iR &
Fab k%A Fab’ kA F(ab’ ), KA BEEPUE KA Py kA scPy FUEEA) kA Fd BX
& TFd .

[0140]  ARBRIRMEL T HEF 4G CD20 FUE IR A& W N e nl B X M E s R 4 &
BL ik Bt n] B X5 (a) ICFL, HAA S SEQ 1D NO :43-49 [REIEFR T 5 ; (b) CDR1, HAT,
P SEQ 1D NO :163 FJR LT F 5 (c) ICF2, HoAL 7 SEQ 1DNO :58-61 &R )TF 5 (d)
CDR2, HAL{ SEQ ID NO :164 W FIR T 5 (e) ICF3, HADF SEQ 1D NO :67-71,73 B 74
(K2 LB 771 (F) CDR3, HiAw 2 SEQ IDNO :165 [IZ LR T s H / B (g) ICF4, HAT A SEQ
ID NO :83 R T 51 -

[0141]  ARERIRAL TR 454G CD20 FUlE FF A& W T E 8k n A2 X MR s R 45 &
B, Frid EEEn] B XA (a) ICFL, HATE SEQ ID NO :6 8% 7 B IEMR 751 ; (b) CDR1, HAD
P SEQ ID NO :151 BYZ L 771 5 (c) ICF2, A SEQ 1D NO :9,10 Bt 11 MR EERT 5 5
(d) CDR2, HAGE SEQ ID NO :152 [z 2/ 771 5 (e) ICF3, HoA & SEQ ID NOS :13,17, 19 BY
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20 MR T 71  (f) CDR3, HiAL 4 SEQ IDNO :153 [ LG 771 oM / 5L (g) ICF4, HAu &
SEQ 1D NO :21 FIRZLERFF 5.

[0142] AR EHFRAL T WA AW H] S, A - () AR KA EBEL IR S A
Bt sAE—ANJT 1 BTk 25 -G s i otk — 2D A 254 2 nT 2 AR BRI 77 .

[0143] AR BHHR AL T ¥R YT BLCE i I e RRE BORE TR B B 1 U7V, L - () R
FARR PR ILIUR G A B BINAAY) F (b) 2t &0k puik s i 1 45 &
BA T H B RAME .

[0144] AR BHFRAIL 1 05 B9 Bk e g% LR 1K 505, AL 4E « () SRR R B ik s H bt
JR&E A B s (b) R E M TR TUABHIUR 4 & 7 B T R ERAME.

[0145] AR BRER AL T HIHIBH B B 40 A 3 (0 SyE RZ (1) 7735, B4 « (a) $R AR K
PUABHIUR S & 7 B A (b) B 2 E R A B IR A B A T R E A
[0146] AR EHERML T IRYT B UMK IR 515, B4 « (a) RO R R PUABIL IR 45
AR B A (b) RS ERFTRTUESOLIR S G B THRERNME (HIA) .

[0147] R WA A A & W I Budd sl He i JR 465 6 1 B 4% A T IE s S E I i ik
B A B A TR g iaTT B B AU SRR R (BN ) MEAMAEY sAfE—1
J7 T A, HoH BT e A B AH IR LR

[0148] AR BH )—B 2 AN 75 [ 45 WA B A Rk . AR BRI B e B Y
FOL 3 AU B 50 B ] B BRI B SR o B 25 W

[0149]  ASCHIFHIIATA AR &R LRI H i  GenBank [37 31 f& ATCC AR 54 I 5 3F A AR
SCHTHA B/

[o150]  Pff &I faj ik

[0151] P& 1 Rz i EREE AR EE (2 ERT P B mbs e IRZIR ) 17~ B KL, 7~
TANMERE AL TR TR BUEE, WILTRAF = A COR (R RIZR) BIFPF. X AR T FRI,
FR2, FR3 Mt FRA [ R— A B it 1 2 Mo I A M 2R 5 #4038 (ICF) o PRk ICF
Bl i — o BT R 5 B CDR 41268, (Rt 510 2 45 M (RURRIZR ) 42, R 4
HuFR % Bk E F1E

[0152] K 2 /R HTAE AR R « BN AR X R 2 LR 7 51

[0153] K 3/RHTAEBR AR R M BN X I F I Z LR 751

[0154]  [&] 4 7% >k 3 1 CD20ELTSA 1) £ 4 &1, HAIE SEJt CD20HUFR e % 7£ $it CD20 4H Jig
ELTSA I EbyiG 4, AR et 3 15 it

[0155] K& 5 /s AR SR I, HE LB T =i (top) $it CD20HUFR 32 FZ /E 5T CD20ELTSA H
(LTS T, a0 DA SEia ] 3 e

[0156] [ 6 & T e 2 ], HOUESE RS T i 1 HuFR hit B S TR TS H 5
DVSA-CD20 [5G 14, an A sEitf 3 8.

[0157] &1 7 240 J JH I 52 , L7 HE HuFR 370 CD20hi t 7EA&AM A PBMC Hr AN 5 41 i 344
WILL N SEEf] 3 1718

[o158]  [&] 8 J& CDC & 56T B, an LA B L] 3 F ik o

[0159]  &] 9 J& ADCC JU5E 26 I, anLAR SEHEH 3 37tk

[o160] ] 10 7t DVSA-CD3 {588 ( B3 ) FEEE (T&) =P, Wbl sEhfe) 4
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Wit

[o161]  [&] 11 7t DVSA-CD3 [ HEHE ( B#F) AfesE (il ) & BEmRI7 31, P A DVSA-CD3
FFEEE (CNER ), WA SEiEf] 4 13k

[o162] & 12 4@t 7 fe i 9 APt CD3hit B EFEFNEREE T IR LL

[0163] %P AR 5 ARAR T

[o164]  KEHVEIA

[0165] AR EHFRME T Bk, Wik A Ak (CHA AN RGPk ) A Bk, A Rkt
A, Gt e AT AR IR , B P T il & R0 Ik 6 G J 3K B 1 1 Vo AR IR AL T T Bt
TR A PUAA / BLE A A PRI B 71k Frid ik e /b st T fE sRE [ n A
XA ZENE X (3 771, Horp B N 0 X 9380 2 58 T g W X 3RS

[o166]  FE—ANJrH, A FFIATER HEET) FRFPH R, 728 & P s R
FEB AT LA SE T Hidk i vt o AT R At ou A0 2R 0 XM ST e B 1 354 R 21 1 S8, 7T AP
AR ESCE. il fRE (50t R84 1) CARIPUAER COR X, Brid CDR X 7]
DA 20 2 AN [RI A 2R X A A, FH ™= AR 2 A R CDR XAECAS [RI A B F R S 4 (1) K 4
Ao AT AR JG M0 P A4 £ G DU e IR LA B0 5 21 i ks /) 14D B 95 i 1 [R]  AR S 0 B e
R R [ E AR RNSE B 77

[0167] AR 7AW CE, HAS HEE X 2L, AfiR &M / BUE A E %
AR X Z K, DA R Gmdd e A% IR (B ngmhd Ak R A EEE I AR X 2 IR ) « KK
AR FRAL T R BEmT AR X 2 IR A AN SO, ARG / BUE R n] A X 2K, g5
EATRIAZIR () Wigmhd ik & HEEn] A X 2 IR TIR ) « AR ERE B X 2K, AE kG
A/ BEHER AR X ZK, T LSRR AR X Z K (R R REERTAZX ZK) 4
AU AN RERRER ().

[0168] AR HIAHEAL T WAL E TCF B EFEAARBE T AR X P AR PR A4 . 7ERTIEIF 52
Jit 7 ZH, R BT A BUAR (B 5-6 78 2SI Bidd ) TR CDR AT LS 6 sk 1-4
Frnif ICF AEE0ER:. Hah, efnl it — 0 S51E e &5 ik (CD) (#ink 7-8 Frox ik
0o ) HAEBERE A S KERH A X Z e KB X ZHE. EAHA 24 5%
BRE A JG, Frid Tg o MEAThEE S LU T N AEBR B PEB - - s, ik (fn—
BREEEEUAA ), Fab BRI BA%E Py,

[0169] S 4b, A K BHRAL T Po A A& TCF ) B AR B T A8 [X (R AZ R B 4 & SCPERY 7
o ARRIIGIRAL T T AR 7 T IR JEEA BAR R S )% BRI 7. Rah, &
RINERAE T T = A gt & TCF M SRR BEm] B X (MAZ IR M & SUE 7k . AR W
WAL T T AR e TP I BA BRI S S P R Bk 1 7

[0170]  fER[I%RISLHE T R, AR HEIUE (AR AR A 1/ BUE AR ) TR
Ht AR ES (218, B fEdug. 25 R AUk 2 e duid ., ik pat
Fv (scFv) BEEHUAE  BLISEAR (Fab 7 BELF (ab) 7 BE IREEESER Py (sdFv) (HulRr Al Bt
# (anti-1d), AR BT —IRAI A B fERNIE ML Zrp, AR WA (4l
B4 R B A A/ B A ) AL HE S BREE 4 A B 3R EE A A I S iE TR
B IS A IR GO 3+ B i B al DV EA R T/ “Hris il ”, i 2
/b—Fpk B EEEECRFER CDR3. 2 /b — Pk A A RAL Ak CDR3 ) 9% 3K 8 1 BE 1Y CDR1 BY
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CDR2 LA f & /b —Fi i T HARH SRR 7 CGRARHUAE ) () CDR IEREI B8 J7 M ik B B RE B i
MIFZRIX AL, e BRE 101 ] L AEATRA (Bl TG, TgE, TeM, TgD, TgA A1 TgY) , 1
&5 (B TG, , 1G,, 1863, 186Gy, TgA AT Tgh ,) BRI,

[0171]  fER[IE )L T R, AR B diid (A R B k& A/ BCE ik ) 7T LRA
A5 RIRA KGRI, B a0 & 5 PRIk R BERC A 1O 5% BBk . AE P i SE 7 22,
AR R (B R B RS/ BCE btk ) af DS K/NZ A 50kD 14 K 8 B
(KEERNRY) 446 DNRFERR ), HAE—ADO7 ] BLEHEFE AT AF XL (R4 116 A2 A
R ) AE s X R R b o 75 P I I S0 7 28, A58 FH G s A 7] [ b 28 (1) 26 4 5 (X AN ]
fEEXIER I oy (1g61, 1g62, 1863, 1g64) + &« ¢ il u JFF. L] REMSLiE T Eh,
FH ER 4% 5 ] A% XS R AT AE 2 X R DR g 1R /N2 25kD K REE (KR 214 MR
HIR ) o BN/ BEH XS5 5HE NG, 5 X IEE A ST RSN D Re .
[0172]  fER[IE )L T B, AR R W fiiE (AR K ik& A/ BCR A ik ) 7] LR
AEPARERN / BUREER “ PR X 7 (H2 PR N Rom A S I8 ) « B g5,
CDR FHHR e 5 1) e T Z1 6 LU A5 A0 AR BEAT 48 08 o 78 AT I SE Tt 7 2, A & B I i
(BN B R A A/ BCEASUE ) TS oV, o Pk s RE I n] AR g5 b 4 i3l v, H
SEPUE RIS, BT B2 « B M [FRP A,

[0173]  fER[IEM)SEHE T B, AR W FiiE (A K k& A/ BCR A a4k ) 7] R
A5 FEIRE RN/ BCEEE AR X HAE— DI ] LS BCH A EE X (FR) Ak,
P iR A B8 X 42 i A0 2 3 AN B 4 DMRSZIGE AR X, R 9 B g X B CDR. £E A 126 [ SE it
J7E, WAE B SRS, FR AT CDR 18] ({30 5 0] DAAS 2 8 5E 1), IF H AT LB e T 45 g 4t
A B HAH T e AR R T AR PR FE AL B o AN [F 42 55 B B A 22 X P B AR A
SEAIRS RS 1) o FUAR (RIAG ZE X R ZE B ol 3 0 S A B (1) 4H 5 A 2R X 5 A7 - HE %1 CDR. CDR
FEMN T ETREMNSE S

[0174]  FER[IEAISEHE T, ] Kabat R4t (—P @G0 IE ZERHMTER ) SRR
BH [ A4 ZR X 1T CDR, 22 I, Sequences of Proteins of Immunological Interest,E.Kabatet
al., U.S. Department of Health and Human Services, (1987)and (1991) , %45l Kabat 4
BT A 2 AR AU ) DR 2 i 7, 2 BN UL S. Patent No. 5, 840, 299 ;U. S. Pat.
App. Pub. No. 20050261480, Kabat et al. FJH T ¥ 2450 f— W R TUEZ LR 75 71
H T AEZ AR R I B W i R A LR - Kabat et al. M7 RN 5
W P20 P 51 RN S R R, X — T AR R 4 5 I 72 RO AR U A o T 4 1 i
M3k 5 Kabat et al A FFIZ —Xf L, Kabat et al. (7 R4 — MR P RE
FERH B Kabat et al. ga'5 BRIV B2 Zy 28 R AEAS R TR S0 67 B 2=
B . I, FE N 150 f7 )2 E R o 4/ SR PR ) 2 2R A B 150 1S5 fr .
[0175]  GARSTUIHIT F , AR1E“ COR 72 Fa HUAR AT A48 7 51 A 1K) LA g X o AR AR B RE AR B
A[AZ X A 3 A COR, ‘BEATEE AR AT AR X 4K CDR1, CDR2 AT CDR3. [KI2y CDR AXEE (AH
XTI Z1 X 4 ) 3800 B AT AR PR X 8, By BLIX 28 CDR (RRS 4 77 7] LARRAE AN [F] R i AN [F]
e . | H Kabat (Kabat et al. ,Sequences of Proteins of Immunological
Interest (National Institutes of Health, Bethesda, Md. (1987)and (1991)) FTid 2%
Pt 1 & TR ST AR X 5% g 5 R G, FF9efit 7 IR 3 4> CDR AR AR 5t . iX Ly
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CDR RJ#EFRYE” Kabat CDR” . Chothia et al. (Nature (1989) 342 :877-883 ;Chothia and
Lesk, (1987) J.Mol.Biol. 196 :901-917) &I Kabat CDR P f¥)— &V 3 4 K B L-F-AH [5] )
KB R R, TR R P IK -2 57 2 Ko IREGE A #5Fk 9 L1, L2 B L3 Be# HI,
H2 A H3, Hodr” L7 F07 H” RoRBRBEAE X I, 1X L8 X 3] DA PR A Chothia CDR, H
HA5 5 Kabat CDR HESMiL A,

[0176]  ARIE“HIZL7 HIZRIX” BRI ZLTF)” R H8 P A2 X 2 CDR Bl 7%1 . [AI24 CDR
FEB RS TR 58 7T LA AR RSt o, B A /L7 FUI & SO FHRNAS R gk . 7E— sk
Jiti 77 2 H, 6 > CDR (FRE(1) CDR1, 2 A1 3 S EEE [ CDR1, 2 F1 3) FEAYZRIX P (1) 58 1 A R K
R IR BRIX 4 1%, 4 N IX, BR A FR1, FR2, FR3 Al FR4. CDR1 47 F FRL Al FR2 2 [f] ;CDR2
f37T FR2 F1 FR3 2 [H] ;CDR3 fi7-T FR3 Fl FRA Z [, A48 BHHR 8 B [X 8401 FR1, FR2, FR3 BY
FRA, W B R AR A 2L X AR AE R IR K AE I & B3R 1 SRR R n] AR X 2 I 26 19 T X
FR1, FR2, FR3 Fl FR4. FERIEHISERETT 22, AR IR ZR X (FR) A BUH 58 B 3L 7 771
FATATES e i (AR ), BFEH 4 MEX 2 —H R F. 78] %1 sLi 7y £, KR
IR ZEIX (FR) A3 B HHATAE B Kabat FJZEX (KF) 25 My 1) 2 8 IR A0 i, e ik s L 1R
FERUATAE BB R G BRE A 751

[0177]  FE—ANSEHtE )7 e, RIEPIRFI)” 5 T 3R E AP =48 R 4 P ead 1)
(BB REREAGREFIIE ) FRAT ), Bk siatod B -5 SO R 5 HER 4 40 i 88 22
HTRAEFFERIZEEREA (WM Shapiro et al., (2002)Crit. Rev. Immunol. 22 (3) :
183-200 ;Marchalonis et al., (2001)Adv. Exp. Med. Biol. 484 :13-30) . “Fh &7 7] DAOF5
PR RS R IF HaE e v 2 AR

[0178]  FE—ANSLJE 7 Srh, ARTE G 5 G T R i S BR 8 1 BT (Ab) JF 31 A
/ BUREAR) (Ab) TERESEMF, 7l VAR TATAERD RAAIEBRE AT H) B WHEAT V XI5
HE B AT ART [F) Foe 28 PR AT A ) BAS A R R P 31, AT S R PR B B 2 (4, E AR A
BAR AN ER PRI FEZ 5 )

[0179]  FE—ANSEHtE T R, RE“ILH P77 A5 XA 2 LR 7 51 B X K 2 R
IR GEFRIXFEEEERITA) , Frid 2R 77 A8 — RN R E A (BT
TEE (HBniesE, o« 3 A BEPRE ) SRR REEREND ) N MIEESL
ORI R . A AR DU T — R MM EG T 2 M R R EE . AERTIE )
SEHETT R, CHEAE” RiR ARV EAR (FIETRE S (e, o« 8
A BR[ERPAY ) BB I R sRE ) BRI AN B 2D K4 5%, 10%,15%,20%,
25%,30%,35%,40 %, 45 %,50 %,51 %,52%,53 %, 54 %, 55 %, 56 %,57 %,58 %, 59 %,
60%,61%,62%,63%,64%,65%,66%,67%,68%,69%,70%,71%,72%,73%,74%,
75%,76%,77%,78%,79 %,80 %,81 %,82 %, 83 %, 84 %, 85 %, 86 %,87 %,88 %, 89 %,
90%,91%,92%,93%,94%,95%,96 % ,97 %, 98 % BY 99 % H 45 K A& I a Lk 3 o
[o180]  RiE “fTEW” &G UM — o FIEIN . e ER (BnZRr3)) 5
EARYE (E AR 200 K5 Blndiis) ) BT o, AR RS R IR P
P Candp R A0 VBT, B L S B R A B B ST B, IR 2 R R e 245 B R ah ok
VR B TN SRR R FL AR B/ BRI oA . XA B AT A B S AT
A ) S AL S [ () P 81
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[0181]  fNASCH AL« 547+ (placeholder) "F&t5—FZ IR 75, Hgwmhd & B 5k
H AN Kabat MZ2X 1.2 f1 3 2 CDR 1.2 F1 3 Y@ Bk Al A X (Bl aniestn] 421X )
A7 e T 5 N T R AU 93 B b B 2R RT AR AR R P A R 1 (A8 5 e
TR R RZ IR T 5 S A ALL ) S L e ] A8 XORp 2R 7 1) ) T sE e — B T 5 67+, JLm]
AR f AR I B 58 7 5 an A R I E R n] B X 7456, TR S8 B &
I EREDIREE . fE— DL Rrh, AP R AR X (I« BB M BE) .
[0182] T AR SCHTH, “Kabat #4225 [X” (KF) A& AH BT 5 #E Kabat J7 28 [ 7] 48 55 #4 B2 X
(WX ), Frik b5tk Kabat 77 2 H T 9% ‘5 e 0% 2K 85 1) 19 &0 2 B W% 24 I F 58 FR AT CDR 19
7 B (Kabat, et al. (1991)Sequences of Proteins of Immunological Interest,
FifthEdition. NIH Publication No.91-3242). #ltn, HR4EiX — 5 %K, FiR Kabat 4% 5 7]
VLA T3 3 n AR EBEA AP X :Kabat FJZLIX 1 (KF1, H AT DAAH R F FR1) & MFRIE 1 &
KLVRHE 29 sKabat #ZEX 2 (KF2, A DLAHRL T FR2) A& MK ZI5RE 36 2 K L5k 49
Kabat #4ZR[X 3 (KF3, H o] LAFHRL T FR3) L& MKZIFREL 66 22 KL% 94 5 % Kabat #4122
X 4 (KF4, Hr] DUAHR. T FRA) A5 MR ZI5R AL 103 2 K405, 113,

[0183] 54, RHEIX—T7 %, /E AL SL i Ty 2, T A Kabat 4w '5 F T-# 1 o] AL 2 544
ZUIX :Kabat #JZ21X 1 (KF1, HA] AAH R T FR1) A& MERAE 1 22 KZ5R3E 23 ;Kabat #32X
2 (KF2, Ha] DAAH ST FR2) 40,8 MK 205k 4L 35 2 K2R 3L 49 Kabat FJZRIX 3 A8 MK
WAL 57 B KL15RHE 88 (KF3, AT AAH N T FR3) 5 Kabat FJZRIX 4 448 I KL5RHE 96 &
KLVFRKE 109 (KP4, For] U AT FRA)

[0184]  GASCAT A, “MASZ A MEE” (ICF) &45— My ZR1X (@1 FR1, FR2, FR3, FR4,
JEIRIE R AH LT KFL, KF2, KF3 B¢ KF4) , HHA X ) 2 B R B IR 465 7 51, BT ik e 51 x
— R I A A - (1) FRR VER T R, (2) EHER VDT LA, (3) EHER VI R,
Jo (4) Do B sk AR 78 OF/ Bt R BUE A FAH R 2 1R 7 5 AL IR 7
F) o HT AR RS R T M, KEThEeAH R R mbD A 25 8 2 k. 140, 285+ CGU,
CGC, CGA, CGG, AGA FIT AGG A 4mtE L FRKE AR . TR, 7EKE S FH — 25 RS 7 PR e B — 14
B SRR DA RS A IR AT — S B R i AN AR BT R 1 2 K . IR Bl R AR
T LB ARSUE AN BRI 77 I — 200 (BR T AUG s Hod & R
AR PIME— 2055 ) Al URAE AR R AR A1 DA AR Dy ge M R 4+«

[0185]  7E—ANsLjfi 5 b, BN 1CF B & — 3G 351, Hophsr thdk | nl 48 X H e 1CF.
Bt iUk, /E— AN, 1CF 3G 57148 B 4 3 MSr T e M 28 0 X B — e f 20 [X
( SIXFERI 77 1EAE I, R I A 25 56 8 A4 22 X 43 B A 2RS4 13 2 iy AR 57 3 B B3 00 1 7
X ) o Morii PR ] DEESE B 2 AN 2 b — Be 3o (0 m] AR BE M 2R X Bl RIZ IR P 5
(1) TCF i RAL IR 7B 1, SR G iR 17 ZUAR AR SRS 7 71, b=k B B — M ZR SRR 1 7 512K
JEHTIERIEA P H] fEREES, Frid 3G 7 FE Se /e — iR AT B B 0 R AR [ 2 L R
FEF . Z5 R AT DA TCF1. ICF2. ICF3 BY ICF4. W] A8 22 [X g S W ik 3 ] LUAH B T Fr it
Kabat 45 & 4t. ICF FH)n] LIS H T8 1CF 5N R iG R R P H . L5 258
BFEZ BRI 75 R AEATHE SN A, o IR A% 8 B A AT dm A A R R B 7 51 4,
A DAFE T ARl 2 5 908 58 ST 0k NI 3EA 1 o AT US40 38 (KR 22 20 5o 01 AR FR
YR 1 B 25 T 5, R AR B R L i RS R Al R
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[0186] A yZERiE 4544

[0187]  FyEIREEN (Ig) fE NPk lEH I H R AN il ( BP I I L Bl e )% 42
B AR . SERRE AT AR RS A B LR E T R B UR . S Bk E E )
FEIDRERE AT, NS SRR IhEe, 7] L& S B SRR . 1g T HEEH
5E X )2 B R 7 9 22 e 3 il 5 S ASRISE A, Bty FEE (TeG) \ » HEHE (IgM) \ a HHE
(IgA) . 6 HEE (IgD) F1 ¢ HHE (IgB) . BT 4 EFIFTA Tg B EAM HEEEEE
X o Tg 2o AT DA T B B4R i X () 2 LR 7 B o /N 22 e gt — P e ok J@ T—
SR H Tg AT LAR A AU B A 52 X 2 LR p 71, b 22 Sl i 2 37 Bk il . 49 4,
IgG R AFE 1961, 1gG2, 1gG3, Al 1gG4, Horh prid SRR 4R L I 22 e 7 & v 1 B
V2 HEEESE. £, TeA WREHE TgAl i TgA2, Hirp Br A B B4R 2 IR %
W AR a1 BHEE, a 2 BB

[o188] B IRE I FRFEW « BEEE N Bt BERMEZEN S TR X
QAR A B2 5, HoA ] DA TS 5 F Bl il o A2 BE 0 n] DUEE TR B PE i X S TR 7
FIR I T O A . Bl A AR M1 A 20 A3 AT A4,

[o189]  FyEIRE A BRE—BE R 51 BENEATHA RS R AN S HE A . R E
FERT AR G 5 A RSB B R A Ao A RS, AR RZEERE A2 HT AR
VAV X TR LR AR SRS SR . W, R ERE A 4- B ME eI
BEA AL, K g RN BRI ERE (~ 50-70kD) FIPRELEEE (5%~ 23kD, QI
ABR kB o BRI S SR EREILI IR a0, YAk HEE DL A BN AR e o B TR
RN RN A A A A A D . BN A B 0 H = ] AR A R S BR 1 ()
Al . BESREEEA N Ry rl ARG (VB v, P RN B2y~ 110 DMaUERR ) PASAE C
A () — BB AMEE S IR FRREE e 458 (C, HK A~ 110 MEAEER ) 45515
BRI —AMEE L /IR (Cp, H K A~ 330-440 NEIERR ) IREMHIE . REET AN
W5 ERE AR B S . Te HEERT DS 2 ANBCE 2 MR CH 51380 (1 Gy
Cos 55 ) o AN, AT LALE C  F1 C 18 5 A8 1) S5 70— BCREIX o 32 H il 43—+ 1)
TERY TR A4 A — B MR X

[0190] 41 IR isH i AR E 1, EERE AR E I P AR 25 M B R M L X (FR) AIFR N B AP P
SE X (CDR) [HIRBARIX S 8E R —hisE (2 WA Chothia et al., (1985)J.Mol. Biol. 186 :
651-663 ;:Novotny and Haber, (1985)Proc. Natl. Acad. Sci. USA 82 :45924596 ;Padlar
et al., (1986)Mol. Immunol. ,23(9) :951-960 ;and S.Miller, J. (1990)Mol. Biol,216 :
965-973) .

[0191]  Tg HEFEAAREE AR X AT DAL T EAN I7E R B X P A AL PR AN 22 S 43 e SR I 2 B
RPN F AR R D (n VoD A J PR ) P &

[0192]  VDJ A . Fh RF IR B IRE A 2R

[0193]  Tg o FIEFEMREEE P XAFEV B (R[ARE R B ) AT v B R R
Bt)o VARG VB, J RBORiEH J RN, Hoh, BT X AHED FE
(ZHEMEIE B ), oHH D JER gbd . SEEEANAREE R AR X [ V v Bt FH FR1.CDR1.FR2,CDR2,
FR3 S CDR3 W JUIN 2L RA . R AZIXH J 7 B H AR 1) CDR3 [ 52 % 1) FR4. £
BEREA[AR X, J B S CDR3 1 —H 9 A FRA B4, Horp Dy BB 4E CDR3 [ R E 9o

15



CN 101675074 B i BB 13/63 T

#ian, R R EER AR X, VR NAE B 4H o A IR AR B P AR XL R I EE RS R, T v Bk
ANB|V B AEEEHLT, D A BS T A BAIMAS] VB e AR R AR X

[0194]  HpeBkiE A2 REME S BRI FER AR IR, A de (Bt V(D) J A ) (e A
(junctional assembly) EFEMREL (H1W1 x A1 A BREERIAS [F) 20 & ] AR AT FHAER AN 2 P
AHEEYS « AN FIFFRN ), SRS EA .

[0195]  Z2Ffr 22 L (A (K 20 & 4H 206 0 S i ] A8 ORI 5 PR Al k. V(D) ] MK & B
AU R4 VL DR T R BRAHAE Tg BEDH . (Rdfu R EAE T AE (V) BRI RS 2R
PE (D) AR () HER A BeR B AL 20 DA™ A 5E %8V [X - EEER]AZ X [ V(D) J 2540080 1]
ME L, B REHFMRELEKE B 20 F R R e ) — A D A —AN J B A Bl
JER D) H AW KPR Z 1A ) DNA 82k . D-J S FHFREE ok B TR DI &
ER LI XA V R R IERE, S EOURRE R VDT 2P . %37 VDI ZEP VAT D
B IR ) B B RINAE R B 2R o S SREE VR BEZE DR BRI « R0 A BESELT HEE ] AR XM
A, B VRS> A R B o iR SRR AT RLSE R AR (V) MERE () R B E
FIREHLE A, A Se R VT X - BREER] AR XK VI I8,

[o196] 2 FEMICA BT EAL PRI 1g ZRM. D R BdERS J &
R B, VDR BB R e R 2 DT X, i R AR B KGR Y, I HLAT U 3w v (D) J
SE TR AL B M R IR A H IR R R B I o X L5 574 Z R PR AL A AR AE 2
e THUR BT AKE B diffiar .

[o197] FEHU)JR R G, B P RIEAW g RN HAMMR L BEEZ (N
Maizels (2005) Ann. Rev. Genet. 39 :23-46) , Hidk— G4 By F g Al A 1. MK B 40 fvE
EBTURTEA G, BAH SR A P NS Bk e B AR I R A AR X B 77 (HRARAE SRR MR Rk
O SRR L TR EREGS AR PO . — S9N 33 Tg HAA i 5 i (1 2E
Mo HPUE RS S P IE PERAT I, RN EAT 55 F0 R 55 45 6 RO A4 5 22 4
B

[0198]  FR T bk =4 Tg Z e PEALEISE, BT RAAT F 58 4 B 73107 A8 B 4 R A 1)
BRE AR FE I E R B E 2 2 RS BT, 7510 ] DA I A4 A i) 850 20 e 2 7 A
MM AR A B, B, B B e AR LAMS A B R EA V B DAL T
B AR BR A il BEALE AR HUB 5%, tnSE [ &R 5, 565, 332 Frik (7715 B Tflit
B E BR R B (O E B EE R AR X ) VL DR J B ) I8 B BEATL B4 A
AN AR AT AR X (I BE AL (V=V0) , KZT 1L 6 X 10 R A FSUR AT LA =4 (Fundamental
Immunology (3rd ed), ed. Paul, RavenPress, New York, N.Y.,1993 ;Immunobiology :the
immune system in health anddisease,4th ed., Janeway et al., Elsevier Science/
Garland Publishing, York, N.Y.,1999) . %438 BRI eA M T ik L HEIER T2 (i
YRR AR ) B, K% 10°FR[H Tg 7 A=A (Immunoglobulin Genes, 2<nd>ed. , eds.

Jonio et al.,Academic Press, San Diego, Calif.,1995 ;Tmmunology, 3™ ed. , Kuby, J.,
W. H. Freeman and Co. , NewYork, NY. ,1997) .

[0199]  ZJik

[0200] [ 4w B BE AT AR X 2 IR AR IR L Ah, AN R e hefit 1 A B m] A2 X 2 IR A
G ARKBERAL Y EHREER AR X 2 IR H S UL S b R AR X 2 IR AR IR .
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A HERE R AR X 2 IR A] LS R R AR X 2 AR U A S sk e B . T AR R B i
Z By 5 AN Z R A A1), B 2 /D393 G b MR R BE B L B n] A2 X IR 2 kB & B i
(AL, A DL RAR KA A B A o e AT A] BLS& mRNALDNA 5% cDNA. 74K BH 1)
— LS T R, TR R g AR . AERE— PRSI TT B, IR X R S R B P —
Wriffk ., Fab F BCE BRAE Py,

[0201]  FE—ANSEHE T S, S ST IR (ICF) Wz IR 7 A4 $R A1 DL~ AL T 40
FERAEX (R 1) o EH—NSLiE R, gmbS AR T ICF (MRS IR T 5 FIAZ R Fe (L DA
PR EHAERR X 2L (K 2) . EHESIET R P, Ghd o I M 2L R L 7 P B
AL A EHRE X (WK 3) . fEF—DSLiEr &y, SR T ICF MR T
TR e it DA AR A R BT AR X 21k (K 4) o« ICF ({51 ICF1, ICF2, ICF3 BY ICF4)
A LLs& Kabat #4238 (KF) X ( BJ KF1, KF2, KF3 B KF4) , HAL & XA 1 & R BRBUZ B Y b T
B, Frid e 3 40 m a, 2 Ewl i (1) Fh&R vV Ek J D, (2) EEER VDI 2K, (3) HEEK
VIR, B (4) ©F0 Tg MR ERIR T2 (M / Bigmhd Al R BCE A FAH R 2 2L 5 7 71 (A% R
P31 ) .

[0202] 3R | m[AREE (V) % ICF [RGB HEE LR P51

[0203] E%% ICFls :

[0204]

SEQ

1D
R AT NO :
GL1 8 EVQLVESGGGLVQPGGSLRLSCAAS 1
GL2 QVQLVESGGGVVQPGRSLRLSCAAS 2
GL3 QVQLQESGPGLVKPSETLSLTCAVS 3
GL4 QVTLKESGPALVKPTQTLTLTCTFS 4
GL5 QVQLQESGPGLVKPSQTLSLTCTVS 5
GL6 EVQLVQSGAEVKKPGESLKISCKGS 6
GL7 QVQLVQSGAEVKKPGASVKVSCKAS 7
GLla QVQLVQSGAEVKKPGSSVKVSCKAS 186
GL2a QVTLRESGPALVKPTQTLTLTCTFS 187
GL4a QVQLQESGPGLVKPSETLSLTCTVS 188
GL6a QVQLQQSGPGLVKPSQTLSLTCALS 189
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GL7a QVQLVESGAEVKKPGASVKVSCKAS 181
GL2b QVQLVQSGGGVVQPGRSLRLSCAAS 199

[0205]  EEHE ICF2s

[0206]

SEQ

1D

NO
GL1 7 8 WVRQAPGKGLEWVS 8
GL2 3 WVRQAPGKGLEWVG 9
GL4 WVRQAPGQGLEWMG 10
GL5 WVRQAPGKGLEWMG 11

[0207]

GL ©6 WIRQPPGKGLEWIG 12
GL2a WIRQPPGKALEWLG 190
GLba WVROMPGKGLEWMG 191
GL6a WIRQSPSRGLEWLG 192

[0208]  H%% ICF3s

[0209]

SEQ

ID

NO
GL1 RETTSRDNAKNSLYLOQMNSLRAEDTAVYYCAR 13
GL2 RFTTSRDNSKNTLHLQMNSLRAEDTAVYYCKR 14
GL3 RFTTISRDDSKNTAYLQMNSLKTEDTAVYYCTR 15
GL4 RVTISVDTSKNQFSLKLSSVTAADTAVYYCAR 16
GL5 RLTISKDTSKNQVVLTMTNMDPVDTATYYCAR 17
GL6 REVFSLDTSVSTAYLOMSSLKAEDTAVYYCAR 18
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GL7 RVTTSADKSTSTAYLQWSSLKASDTAMYYCAR 19
GL8 RVTTTADKSTSTAYMELSSLRSEDTAVYYCAR 20
GL1a RFTTSRDNAKNSLYLQMNSLRAEDTALYYCAKD 180
GL1b RVTTTADESTSTAYMELSSLRSEDTAVYYCAR 193
GL1c RVTMTRNTS ISTAYMELSSLRSEDTAVYYCAR 194
GL2a RFTTSRDNSKNTLHLQMNSLRAEDTAVYYCKK 182
GL3a RFTTSRDNSKNSLYLQMNSLRTEDTALYYCAKD 195
GL3b RETTSRDNSKNTLYLQMNSLRAEDTAVYYCAR 196
GL5a RLTTSKDTSKNQVVLTMTNMDPVDTATYYCART 183
GL6a RFVFSLDTSVSTAYLQTCSLKAEDTAVYYCAR 197
GL6b RTTINPDTSKNQFSLQLNSVTPEDTAVYYCAR 198
GL7a HVTTSADKS ISTAYLQWSSLKASDTAMYYCAR 184
GL8a RVIMTRDTSTSTAYMELSSLRSEDTAVYYCAR 185

[0210]  H4%% ICF4s

[0211]

SEQ

D
NO

GL1 VTVSSASTKGPS 21
VTVSASTKGPS 206
WGQGTVTVSASTKGPS 207

[0212] F 2 A[APEE (V,) B ICF Bl TEZ R 7))

[0213] &HE%&% ICFls :

[0214]

SEQ
D
NO :
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GAAGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGCGGGTCCCTG 22
GL1 AGACTCTCCTGTGCAGCCTCT
CAGGTGCAGCTGGTGGAGTCTGGGGGAGGOGTGOTCCAGCCTGGGAGGTCCCTG 23
CL2 AGACTCTCCTGTGCAGCCTCT
CAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGACCCTG 24
GL3 TCCCTCACCTGCGCTGTCTCT
CAGGTCACCTTGAAGGAGTCTGGTCCTGOGCTGGTGAAACCCACACAGACCCTC 25
GLA ACACTGACCTGCACCTTCTCT
CAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCACAGACCCTG 26
GL5 TCCCTCACCTGCACTGTCTCT
GAGGTGCAGCTGGTGCAGTCTGGAGCAGAGGTGAAAAAGCCCGGGGAGTCTCTG 27
CL6 AAGATCTCCTGTAAGGGTTCT
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCTTCGGTG 28
L7 AAGGTCTCCTGCAAGGCTTCT
[0215]  E#E ICF2s :
[0216]
SEQ
D
NO :
GLL 7 8 TGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCTCA 29
CL2 3 TGGGTCCGCCAGGCTCCAGGCAAGGGGCTAGAGTGGGTGGCA 30
LA TGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTTGGE 31
Lo TGGGTGOGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGA 32
L6 TGGGTGCGACAGGCTCCTGGAAMGGGCTTGAGTGGATGGGA 33
[0217]  ®E%% 1CF3s :
[0218]
SEQ
D
NO -
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CGATTCACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCAAATGAAC 34
GL1 AGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGA
GL2 CGATTCACCATCTCCAGAGACAACAGCAAAAACTCCCTGTATCTGCAAATGAAC 35
[0219]
AGTCTGAGAACTGAGGACACCGCCTTGTATTACTGTGCAAGA
AGGTTCACCATCTCCAGAGATGATTCAAAGAACACGGCGTATCTGCAAATGAAC 36
GL3 AGCCTGAAAACCGAGGACACGGCCGTGTATTACTGTACTAGA
CGAGTTACCATATCAGTAGACACGTCTAAGAACCAGTTCTCCCTGAAGCTGAGC 37
GLA4 TCTGTGACTGCCGCGGACACGGCCGTGTATTACTGTGCGAGA
AGGCTCACCATCTCCAAGGACACCTCCAAAAACCAGGTGGTCCTTACAATGACC 38
GL5 AACATGGACCCTGTGGACACAGCCACGTATTACTGTGCACGG
CGATTTGTCTTCTCCCTCGACACGTCTGTCAGCACGGCGTATCTTCAGATGTCT 39
GL6 AGCCTAAAGGCTGAGGACACGGCCGTCTATTACTGTGCGCGA
CGCGTCACCATCTCAGCTGACAAGTCCATCAGCACTGCCTACCTGCAGTGGAGC 40
GL7 AGCCTGAAGGCCTCGGACACCGCCATGTATTACTGTGCGAGA
AGAGTCACGATTACCGCGGACAAATCCACGAGCACAGCCTACATGGAGCTGAGC 41
GL8 AGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGA
[0220] H4%% ICF4s :
[0221]
SEQ
D
NO :
GL1 GTCACCGTCTCCTCCGCCTCCACCAAGGGCCCATCG 42
[0222] 3 3 A[AREEEE (V. BV ) ICFs BBl PR Z L1 7 51
[0223]
SEQ
D
ICF1kappa AL T NO :
VK1 2 DIQMTQSPSSLSASVGDRVTITC 43
VK3 DIQMTQSPSTLSASVGDRVTITC 44
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VK4 ETVMTQSPATLSVSPGERATLSC 45
VK5 EIVLTQSPATLSLSPGERATLSC 46
VK6 EIVLTQSPGTLSLSPGERATLSC 47
VK7 DIVMTQSPDSLAVSLGERATINC 48
VK8 DIVMTQSPLSLPVTPGEPASISC 49
VK1_2a DIVMTQSPSSLSASVGDRVTITC 200
VK4a B VK5a [ ETVMTQSPATLSLSPGERATLSC 201
VK7a DIQMTQSPDFLAVSLGERATINC 202
VKa EIVLTQSPSSLSASVGDRVTITC 203

DIVMTQTPLSLPVTPGEPASISC 261
DIVMTQTPLSLSVTPGQPASTSC 262
EIVLTQSPDFQSVTPKEKVTITC 263
ETTLTQSPAFMSATPGDKVNISC 264
[0224]
ATRMTQSPFSLSASVGDRVTITC 265
ATQLTQSPSSLSASVGDRVTITC 266
NIQMTQSPSAMSASVGDRVTITC 267
DVVMTQSPLSLPVTLGQPASTSC 268
DIVMTQTPLSSPVTLGQPASTSC 269
DVVMTQSPAFLSVTPGEKVTITC 270
VIWMTQSPSLLSASTGDRVTISC 271
ATRMTQSPSSFSASTGDRVTITC 272
ICF1 lambda
e Rl
VL1 QSVLTQPPSVSAAPGQKVTISC 50
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VL2 QSVLTQPPSASGTPGQRVTISC 51
VL3 QSALTQPASVSGSPGRSITISC 52
VA QSALTQPRSVSGSPGQSVIISC 53
VL5 SYVLTQPPSVSVAPGKTARITC 54
VL6 SSELTQDPAVSVALGQTVRITC 55
VL7 SYELTQPPSVSVSPGQTASITC 56
VL8 QLVLTQSPSASASLGASVKLTC 57

[0225]

SEQ
D
AER TS
ICF2 kappa NO :
VKT 2 3 WYQQKPGKAPKLLIY 58
VK45 6 WYQQKPGQAPRLLIY 59
VK7 WYQQKPGQPPKLLIY 60
VK8 WYLQKPGASPQLLIY 61
VK4_5 6a WYQQKPCQAPRLLIY 204
WFQQKPGKAPKSLIY 273
WYQQKPAKAPKLFTY 271
WYLQKPGQPPQLLIY 275
WYQQKPGKAPELLIY 276
WYQQKPGKVPKLLIY 277
WYQQKPEKAPKSLIY 278
WFQQRPGGSPRRLIY 279
WYQQKPDGSPKLLIK 280
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WFQQKPGKVPKHLLY 281
WYQQKPGKAPKRLIY 282
WLQQRPGQPPRLLIY 283
WYQQKPGEAATFIIQ 281
[0226]
SEQ
D
REMRFH NO
ICF2 lambda
VL1 2 WYQQLPGTAPKLLIY 62
VL3 4 WYQQHPGKAPKLMIY 63
VL5 6 WYQQKPGQAPVLVIY 64
VL7 WYQQKPGASPVLVIY 65
VL8 WHQQQPEKGPRYLMY 66
[0227]
SEQ
D
ICF3 kappa | &IHEMRF51 NO
VK1 GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC 67
VK2 GVPSRFSGSGSGTDFTFTISSLQPEDIATYYC 68
VK3 GVPSRFSGSGSGTEFTLTISSLQPDDFATYYC 69
VK4 GIPARFSGSGSGTEFTLTISSLQSEDFAVYYC 70
VK5 GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC 71
VK6 GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYC 72
VK7 GVPDRFSGSGSGTDFTLTISSLQAEDVAVYYC 73
VK8 GVPDRFSGSGSGTDFTLKISRVEAEDVGVYYC 74
GVPSRFSGSGSGTDFTLTISCLQSEDFATYYC 253
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GVPSRFSGSGSGTEFTLT ISSLQPEDFATYYC 254
GIPARFSGSGPGTDFTLT ISSLEPEDFAVYYC 255
GVPSRFSGSGSGTDFTLT INSLEAEDAATYYC 256
GIPARFSGSGSGTDFTLT ISSLQPEDFAVYYC 257
GVPSRFSGSGSGTDFTFTISSLEAEDAATYYC 258
GIPPRFSGSGYGTDFTLTINNIESEDAAYYFC 259
GVPSRFSGSGSGTDFTLTISSLQPEDVATYYC 260

[0228] 3K 4 ] APER%EE 1CFs [Pl 1A% 1 7 7]

[0229]

SEQ
D
ICF1 kappa AR NO :
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAG 85
VK1 2 ACAGAGTCACCATCACTTGC
GACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCATCTGTAGGAG 86
VK3 ACAGAGTCACCATCACTTGC
GAAATAGTGATGACGCAGTCTCCAGCCACCCTGTCTGTGTCTCCAGGGG 87
VK4 AAAGAGCCACCCTCTCCTGC
[0230]
GAAATTGTGTTGACACAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGG 88
VK5 AAAGAGCCACCCTCTCCTGC
GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGG 89
VK6 AAAGAGCCACCCTCTCCTGC
GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTCTCTGGGCG 90
VK7 AGAGGGCCACCATCAACTGC
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAG 91
VK8 AGCCGGCCTCCATCTCCTGC
[0231]
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SEQ
D
ICF1 lambda | #ZERfF%) NO :
CAGTCTGTGTTGACGCAGCCGCCCTCAGTGTCTGCGGCCCCAGGACAGA 92
VL1 AGGTCACCATCTCCTGC
CAGTCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGA 93
VL2 GGGTCACCATCTCTTGT
CAGTCTGCCCTGACTCAGCCTGCCTCCGTGTCTGGGTCTCCTGGACAGT 94
VL3 CGATCACCATCTCCTGC
CAGTCTGCCCTGACTCAGCCTCGCTCAGTGTCCGGGTCTCCTGGACAGT 95
VL4 CAGTCACCATCTCCTGC
TCCTATGTGCTGACTCAGCCACCCTCAGTGTCAGTGGCCCCAGGAAAGA 96
VL5 CGGCCAGGATTACCTGT
TCTTCTGAGCTGACTCAGGACCCTGCTGTGTCTGTGGCCTTGGGACAGA 97
VL6 CAGTCAGGATCACATGC
TCCTATGAGCTGACTCAGCCACCCTCAGTGTCCGTGTCCCCAGGACAGA 98
VL7 CAGCCAGCATCACCTGC
[0232]
SEQ
D
ICF2 kappa | #ZB&F4 NO :
VK1 2 3 TGGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTAT 100
VK4 5 6 TGGTACCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTAT 101
VK7 TGGTACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTAC 102
VK8 TGGTATCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTAT 103
[0233]
ICF2 lambda| IZERIF %
VL1 2 TGGTACCAGCAGCTCCCAGGAACAGCCCCCAAACTCCTCATCTAT 104
VL3 4 TGGTACCAACAGCACCCAGGCAAAGCCCCCAAACTCATGATTTAT 105
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VL5 6 TGGTACCAGCAGAAGCCAGGCCAGGCCCCTGTGCTGGTCATCTAT 106
[0234]
VL7 TGGTATCAGCAGAAGCCAGGCCAGTCCCCTGTGCTGGTCATCTAT 107
[0235]
SEQ
D
ICF3 kappa AR NO :
GGGGTCCCATCAAGGTTCAGTGGCAGTGGATCTGGGACAGATTTCACTC 109
VK1 TCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTACTACTGT
GGGGTCCCATCAAGGTTCAGTGGAAGTGGATCTGGGACAGATTTTACTT 110
VK2 TCACCATCAGCAGCCTGCAGCCTGAAGATATTGCAACATATTACTGT
GGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCACTC 111
VK3 TCACCATCAGCAGCCTGCAGCCTGATGATTTTGCAACTTATTACTGC
GGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGAGTTCACTC 112
VK4 TCACCATCAGCAGCCTGCAGTCTGAAGATTTTGCAGTTTATTACTGT
GGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTC 113
VK5 TCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTATTACTGT
GGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTC 114
VK6 TCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGT
GGGGTCCCTGACCGATTCAGTGGCAGCGGGTCTGGGACAGATTTCACTC 115
VK7 TCACCATCAGCAGCCTGCAGGCTGAAGATGTGGCAGTTTATTACTGT
GGGGTCCCTGACAGGTTCAGTGGCAGTGGATCAGGCACAGATTTTACAC 116
VK8 TGAAAATCAGCAGAGTGGAGGCTGAGGATGTTGGGGTTTATTACTGT
[0236]
SEQ
D
ICF3 lambda | IEERF%) NO :
GGGATTCCTGACCGATTCTCTGGCTCCAAGTCTGGCACGTCAGCCACCC 117
VL1 TGGGCATCACCGGACTCCAGACTGGGGACGAGGCCGATTATTACTGC
GGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTCCC 118
VL2 TGGCCATCAGTGGGCTCCAGTCTGAGGATGAGGCTGATTATTACTGT
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GGGGTTTCTAATCGCTTCTCTGGCTCCAAGTCTGGCAACACGGCCTCCC 119
VL3 TGACCATCTCTGGGCTCCAGGCTGAGGACGAGGCTGATTATTACTGC
GGGGTCCCTGATCGCTTCTCTGGCTCCAAGTCTGGCAACACGGCCTCCC 120
VL4 TGACCATCTCTGGGCTCCAGGCTGAGGATGAGGCTGATTATTACTGC
GGGATCCCTGAGCGATTCTCTGGCTCCAACTCTGGGAACACGGCCACCC 121
VL5 TGACCATCAGCAGGGTCGAAGCCGGGGATGAGGCCGACTATTACTGT
GGGATCCCAGACCGATTCTCTGGCTCCAGCTCAGGAAACACAGCTTCCT 122
VL6 TGACCATCACTGGGGCTCAGGCGGAAGATGAGGCTGACTATTACTGT
GGGATCCCTGAGCGATTCTCTGGCTCCAACTCTGGGAACACAGCCACTC 123
VL7 TGACCATCAGCGGGACCCAGGCTATGGATGAGGCTGACTATTACTGT
[0237]
SEQ
ID
ICF4 kappa AR NO :
VK1 TTCGGCCAAGGGACCAAGGTGGAAATCAAA 125
[0238]
SEQ
ID
Al
ICF4 lambda NO :
VL1 TTCGGCGGAGGGACCAAGCTGACCGTCCTA 126

[0239] Bk TR 1-4FIH T F) 240, ] LA T A K B H & TCF 781K 24.32,33.34.38.39
HORIESERER 3 A 4 AFFRIALEE R HuPR 2 b4t (A B el N RIZ T F) .
[0240] 4, BEAN TCF B S AR B I P51, Hoh Sk B n] ¥ 17 B b TCF Fi &
%1% 570 1, B S AR AU AL 825 (clustering) 791, BTk ICF Fh R EHIE 1 £
ANYaht n] AR EE Kabat f5E X 5 /b — L850 A0 RZIR 751 B0, ok BB AR R RN
FEBER 4 P T 3T SR T A8 (X (AT FE B o AE— AR R 1k S2 a5 b, w] LAYC 4 i A3 b
RAVINEF BT H], TR F 7 5] DABE 5 8 5 B P X FRL, 2, 3 A1 4, Wi Kabat et
al. ik (WER).

[0241]  ARJGXFEL FR X B H4E4 (40 Kabat FR1 FF0EE ) MAEESHIZET X 1-4 (58
BB, FEE P HIAUPE RS, RE A FR WX RZEK P 5] (B0 FRL, FR2, FR3 5%
FRA) AT LASA G FH T P2 Ak 2 5 %1 (44 TCF1, TCF2, TCF3 Kl TCR4) , Hoph S AT Ak [ 5e 304
X, HA S AR T I B s B R A AR (R 1N 2) o 3 — S8 Tyl m] DA
VMR AT A IR A T XA S 731 (3R 34 ik WLkt 1-2) o i, T4
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SERE T AR X ICF JEa A a4k 336 hE g m A (X 44 (BRI 7 4> TFC1 731 x 6 A~ ICF2
7] x 8 4N ICF3 J¥%1 x 1 A~ ICF4 751 ) o {ES—AMEH ICF Jpy a3 eEn A2 X (i
K RBEE) B, LRI R 224 PhREERT AR IX A A (BT 7 AN IFCL JF3 x 4 A ICF2 ¥
Bl x 84~ ICF3 J¥%1 x1 A ICF4 JF31] ) o M EFEFIFRRE N AF X A BAHL AR, S dEn] DA™=
A 75264 FhEEE - BEEE AW (B, EAFER) (more human—1like) #IEIREH ST ).
[0242]  FE—ANSEitiy &, EEETAF X ICFL BT 54,8 SEQ 1D NO :22,23, 24, 25, 26,
27 8L 28 (L — 7% 725 — ALy &rh, EHEn] A X ICF2 &R 754 & SEQID NO :29,
30,31, 32 5 33, FEHE— A HYSLHE Ty, EEER] AR X ICF3 #% MR 751487 SEQ ID NO :34, 35,
36,37,38,39,40 B, 41, fEARRAMF —ASLiy E i, EEEn X 1CF4 #ZBR)T 5142 SEQ
ID NO :42,

[0243] 75— AL, oK B AR TSR SR P AR AT DL T 8 LR B T AR X (R
FER o £E— ALt )y b, e R A8 X ICFL %87 71494 SEQ ID NO :85, 86,87, 88,89,90,
91,92,93,94,95,96,97 B% 98, ££ % — ANt 5 S, BT AR X 1CF2 L7 B8 & SEQ
ID NO :100, 101,102,103, 104, 105, 106 B 107 . ZEBF— 5 [ SE it = v, B m] 48 X ICF3 %
%5514, 4 SEQ ID NO :109,110,111,112,113,114,115,116,117, 118,119,120, 121, 122 B
123, FEARKHE 73— LT R, BEE R AR X ICF4 IR 7712 SEQ 1D NO :125 BY 126,
[0244] REMMERENEZERFVIEAT A T2V EE X PG R, £
NSy &, EEETARX 1CF1 2L 7 5434 SEQ 1D NO :1-7, 186, 187, 188, 189, 181,
199 fE— P o 1657 —ASL0E 7 v, EEER AR X [CF2 Z AL L /7 %187 SEQ 1D NO :8-12 B
190-192 f£— 73 . fERF—DIsLit s Kb, EiEn] AR X 1CF3 @8 751 SEQ 1D NO :
13-20, 180, 182-185 BY, 193198, FEA K BII o5 — N SEHti Jy 2, BEEER AR [X 1CF4 2 AL 1%
JF 3 5& SEQ ID NO :21, 206 BY 207,

[0245] 534, ok AR SRR AR () R 7 Z B A] DL T8 LR B ml AR X LA 7 51
FE—NSEHE T 8, FREE R AR X TCF1 2 B/ 7 #1407 SEQ 1D NO :43-57 B 200-204 /£ — /7
Flo 1ER—ANEHET R, BaER] AF X ICF2 F LR 7 71454 SEQ 1DNO :58,59,60,61,62,
63,64, 65,66 B¢ 204, fERE— DR SLE T R, BRHERT AR X TCF3 & 2475 7 SEQ 1D NO -
67,68,69,70,71,72,73,74,75,76,77,78,79,80,81 8% 82, LA %K M 55— ALt 7 &,
REERAZ X ICF4 2R 771 /2 SEQ IDNO :83 B 84,

[0246] U JG, [CFL, ICF2, 1CF3 BY 1CF4 2545 15 FIRIE SeAE R AR LA B R A A B A %
ME IR, ICF 3 mT LS F T H 5 TCF 45/ i i M RIFFIM A . 75— NSEHE Ty
L, A4 EEEATAFX [ ICF T3] 55 & Kabat #ZEX (KFR) %/ 80% #H[H . 75— sk
7 e, 1CF JE31) 50 & KFR &/ 85%,90%,93%,95%,99 % B, 100 % fH[7 .

[0247] AR EAMFEER]AZ X Z K[ 1CF JE 8t n] LA T 1CF g IR i6F R )7
FUAATR o 757 — AL 7 S, A S R EE AR X 1CF [7 71 5% & KPR 22/0 70 % A [« 71 5
— ALy R, 1CF 31 50 & KPR £70 50%,60%,70%,80%,85%,90%,93%,95%,
99 % BX 100 % AH [A] .

[0248]  7EHIPEJ, ICF1, ICF2, ICF3 BR 1CF4 3547 P BIRE S A0 AR AN IR I AT B R 2K A B A
MR LR T F o fE— ALl b, A5 ERE T AR X 1 TCF 771 5 sesidiidk KFR 20 80 %,
85%,90%,93%,95%,99% 8% 100 % AH [ .
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[0240] AR BAWFEE R4S X Z KW TCF JE 2 n] LAE F T TCF 253801 I 4h i 34t
WP FIAEE . fE—ANSEi 7y 9, BE RaEnT AR X 1) ICF 7715 bk KFR 220 50 %4
7] o A2 H B Kt 7 S rh, A R AR X 1) ICF 5 ik KFR %2712 60%, 70%,80%,85 %,
90%,93%,95%,99 %K 100 % AH[A]

[0250] W] AR ER X L ER i A T DAAH R T B IR FRAE Kabat 4’5 R %i. Kabat 4’5 R4tn]
PIAHR. AR BH ) 1CF R FH . #l, EHERTAFX A ICF1 7] LS Kabat #4232 (KF) 1
[PIRZ) 25 ANk, fE— ANy b, ERER] AR X 1) ICF1 A7 KF1 & /D 20,25 B2 /b
29 NIEEBEHRIL,

[0251]  7E— ANy b, BEEE R AP X [ ICF2 m] LA K4 14 4N KF2 fy%kdt. 7E—14
SEE Ty ZErh, AR AR XY ICF2 A Fr /b 10412 B 14 MBS KF2 FR k.

[0252]  EEBET[AS[X (K TCF3 Al DAL 4 k2 32 A KPS bR L, 8 —ANSeitiy &b, Eakn]
A [X [ TCF3 40,5 %8/ 25,30 BY 32 ANELL(K) K3 R,

[0253]  EEHEA[ASIX (1K) TCF4 AT DAL & K29 12 A KP4 [RFR L. fE— NSy b, EakEn]
A5 X [ TCF4 A5 %70 8,10 B 12 MNMELEMK KF4 BRI,

[0254]  Kabat 45 REutH AT LAAH R T 4%k BH IR BR8P AR [X 22 IR TCF & 2L /RSP 31 - 91,
BEE (Bl v, BV ) AIAEXE) ICFL 7] A F Kabat H22 (KF) 1 f9 K%y 25 Mk, fE—
ANSLHE T R, BB AR X A TCRL B8 KFL % /b 15,20 B 23 ANiESikE .

[0255]  ARBER[ARIX (1) ICF2 ] AAL & K2 15 A KF2 fBRAEE . fE—ANSKiiy &4, Bitnl
A5 [X [ TCF2 A8 /b 10 NS KF2 33t 788 — DLy £, ICF2 g EA 124
TSN KF2 Bk fEE— D SLiE Ty &9, 1CF2 5 /0 14 MBS KF2 JR .

[0256]  ARBETTAS[X (K TCF3 AT DA 4 k29 32 AN KF3 [k, F—ANSeitiy &, Bakn]
AP X (K] TCF3 A8 %5 /0 25,30 BY, 32 M IELEIK KF3 Bk

[0257]  FRBETAZ[X (K] TCF4 A DAL & K4 10 A KF4 (IR EE . 78— S &b, ]
AF XA TCR4 A8 27 8,10, 13 NEELER KP4 R .

[0258]  ICF i IRALA 77 n] LAFEZ IR AL A 7 51 (AT Bh AL A8 4k, Horp ik i 1
B AT g A A [R) IR 7 71 o TR st A% SR 1) 1 1 , K2 0 Dh REAH R AZ BR G b AT AT 25
EL K. B, 55 CGU, CGC, CGA, CGG, AGA Fll AGG MR B LMK AL .. KL, FEFS A
1% B — A0 PR A7 B 12 R 1] DL U3 SR I AT — A L2585 i A e A 4w i
ST

[0250]  fE—ULsZffi s R, A EEE AL X ICF1 FIZIRF %5 SEQ 1D NO :22,23, 24,
25,26,27 B 28 /1> 70%,75%,80%,85 % ,90 % ,95%,96 %, 97 %, 98 % B 99 % #H[H . 1E
HEsSLi T 9, dmhd EREn] AF X ICF2 F & 7715 SEQ 1D NO :29, 30, 31, 32 B 33 £/
70%,75%,80%,85%,90%,95%,96%,97%,98% 8% 99 % A0 [Fl . fE—LesLfifi 7 =, gwhd
HEET A X ICF3 % > %15 SEQ 1D NO :34, 35, 36,37, 38,39,40 8¢ 41 £/ 70%,75%,
80%,85%,90%,95%,96%,97 %, 98 % B 99 % M [F . 7Edt— B s 7 &, gl EaEn]
A5 [X ICF4 FRZ IR FF 515 SEQ 1D NO :42 E/70%,75%,80%,85%,90%,95%,96%,97%,
98 % BY, 99 % A [F]

[0260]  7EHESKE T R, AL FREEER] AR X TCF1 M IRIT %5 SEQ 1D NO :85, 86,87,
88,89,90,91,92,93,94,95,96,97 8¢ 98 & /b 70 %, 75 %,80 %,85 %,90 %,95 %,96 %,
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97%,98% 8% 99 % AH [F] . 7E—LUSLi 7 2, g R BE R A2 X ICF2 (% 7715 SEQ 1D
NO :100,101, 102, 103,104, 105, 106 B, 107 % /> 70 %, 75 %, 80 %, 85 %, 90 % ,95 %, 96 %,
97%,98% 8% 99 % A [F] . 7E—LUSL )7 =, A BE n] A2 X ICF3 (#7715 SEQ 1D
NO :109,110,111,112,113,114,115,116,117,118,119, 120,121,122 B 123 & /> 70 %,
75%,80 % ,85%,90 % ,95 % ,96 % ,97 %, 98 % 5% 99 % M [F] . 7EH &L &b, il ikt
A[AF[X ICF4 [REFER T35 SEQ ID NO :125 BY 126 £/ 70%,75%,80%,85%,90% ,95%,
96 % ,97 %, 98 % 1k 99 % AH [A]

[0261]  {R5FRIEER D02 48 BA FHAUMEE AR A 1 2 R BR e L i FL e itk . i, —H A
TRl A % P 2 P A M R K 2 PR A 2 IR s — A LA Tl 2 B A o 110 2 R A 22 Z R R
WA s—HEA TE R 1 2 LR e KA BRI A A B s— A B T el e n 2 24
e HAR WA SR e BN R s — AR A5 MR R SRR R R
NERAEEIR ;—HEH S EE LR A2 - 2 R IR &

[0262]  7E-—ESL Ty R, A EFERAFIX ICF1 E LMK 755 SEQ 1D NO :1,2,3,4,
5,6 8L 7 &/ 70%,75%,80%,85%,90%,95%,96%,97%,98 % B 99 % A [A], 7F H 5L
7 =, g EEE R AR X ICF2 (R BT 55 SEQ 1D NO :8,9,10,11 8% 12 £/ 70%,
75%,80%,85%,90%,95%,96 % ,97% , 98 % 5K 99 % [ . 7 — LU 5 & o, A EE B T]
AP [X ICF3 [l2 B8 7 %15 SEQ ID NO =13, 14, 15, 16,17, 18, 19 8¢ 20 /> 70%,75%,80 %,
85%,90%,95%,96 %,97%,98 %8k 99 % HH [F] . 7EBE— 0 B SLiEJr &, 9 At 5 4 m] A% (X
ICF4 YA IEMR 55 SEQ 1D NO :21 £/ 70%,75%,80%,85%,90%,95%,96%,97 %,
98 % BY, 99 % M [A]

[0263] 7R ESKHE T R, bR EE R AR [X ICF1 24 255 7715 SEQ 1D NO :43, 44, 45,
46,47,48,49,50,51,52,53,54,55,56 8% 57 Z /> 70%,75%,80%,85%,90%,95%,96 %,
97%,98% 8% 99 % AH [F] . £E—LESLii Ty S, b R rT A2 X ICF2 IR 7 515 SEQ 1D
NO :58,59,60,61,62,63,64,65 5% 66 % /> 70%,75%,80%,85%,90%,95%,96 %,97 %,
98% 8% 99 Y% AH Al . 7E—LESLjfE 7 P, b EE ] AR X 1CF3 R AR 7515 SEQ 1D NO -
67,68,69,70,71,72,73,74,75,76,77,78,79,80,81 8% 82 & /b 70 %,75 %,80 %,85 %,
90% ,95%,96 %, 97 % ,98 % B 99 % M [A] » 78 Ho& sl Iy b, S i858 n] AR X 1CF4 [l L
M- %15 SEQ ID NO .83 5% 84 £/ 70%,75%,80%,85%,90%,95%,96 % ,97%, 98 % BY,
99 % AH M

[0264] A DASET AFh &P HIBEA (RPEHERT ) Juik)e 5ad e £ %5 A1 TCF A% R B &
BT 75 (BIAnAERLT 1CFL, T1CF2, TCF3 BY 1CF4 ({3531 ) » 1CF B BRBUE LR A1 177
0 n] DS A 08 R R 7 0B R R AR BR PR e, R AR B R K
&2 A AR A R

[0265]  ARAAIRAE T M R ERE AR R N AR X PR AR PR A . R AR, kAT
SNPUARI CDR (405K 5-6 P iee ) Rl LA a0 1-4 Fros i 8Le ICF H & . 5i4b, ediln]
DAt — D A fE 5 M3k (CD) (Bilansk 7-8 Froniies ) D= KEF A X 2 IkEa K
RN A X Z K. X2 IR BG4 A 774 Tg, HP A 1g ] MEAZhEE AL T R id
ARBR G PEBUASF BREBUR . i (BRI EESUE ) L Fab i BUFIBEE Fv,

[0266]  #uy R EE [ fv BOR] AT 25 I A0 AR T COUE I A2 1B AR Gy 3R EE B A5 A /
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DR R R EERA M. Tg Jr Ben] LR HEE A28 n] 42 X A & AR s IR 45 G467 1. 3T
1k B EEHI a0 Fab, Fab’ , F(ab’ )., Fv, scFv, Fd f1 Fd’ F B

[0267] 5|40, Fab Jv B¢ AT LA AR 8 VR W A0 A2 b Bk B AF H-H B 18] RS2
RIAERCRE X Wi yE 3k B A o+ X REUR RN R B BATT S A R SRR v, A1
Co S BIF AN S BUE PR S G AL s . B Fab Fr BOZR AT, (HR R G 422 =
(%o Fe b Befol i mr DLid sk AR N8 BBV A= 4 o FriR Bl Re 7 A & A R 2 LR H R 4
A BL % B &H CuMll C 25 /18

[0268]  H B S A AR S0y Bk 1 S B0 H-H 85 7] RS Ja B, A A A
PURGAA S B H B EAEEA AR — M BN Flab’ )0 43/ Fe
X B E AR, Flab’ ) f BEAT LA & ot JEAH 2 18 F AN S PR Ry +
Lige

[0269] HAEY)

[0270]  AKIEERLEY) (BIIARSCHEA KL 54 ) 255 7] 8252 #UR BUORE 7 45
ATUVHTEHEY) (B HEY ) « RRHIXEHEY (FlmZgma sy ) sTUHT
PRSI EAR N T ERE BB ZE T 5 (Bl ) AR TRIT XA

[0271] DRI, AR BH I 25 4L A PR 1 0 PR 3 2 A AT LB RE 254 2w 52 TROE 57
AR G A E BRSO A BB AR AT, XA R B
I HATIIETER A DI A. BARBIL SRR RS 0 M BT T B T B 4R 2518420
[0272] A& A K B R 1 B A0 AR R B ) oA BOHC3T J 45 6 v B (4 2 |l A I O
LML ) AR R B ) 24 W ) vt R DA A& FH T A7 T o i % e 4 ks o A BB
2405 1 2 5T A 20 1 A R A m R A A RO R BORE E ) (2 L9 40 Remington’ s
Pharmaceutical Sciences HHTHRELEE 16 iz, Osol, A. Ed. (1980)) & &M #EAT, #1002 1%
T il it B IE T 2o 75 AT I B S 7 22, AT 4352 3 U 79 BR0RS o 7R 7R FH I 77
SRR SE T X ZAR (Bl A& ) TEFER, I 7] DU RS A an B B 28 AT AR IR Eh A e
AR s DU AT, BREPUIR MR AN AR 2R b7 B %) (o) \ e dk — R B S % &
175 B 4% (hexamethonium chloride) ;benzalkonium chloride,benzethonium chloride ;
My, T BEB R AL Stk parabens W1 JE B A 5 paraben 5 JLASEY s[B2R %) s 38 CUBE 53— 1K
B Fm- By ) 8= (T RZ 10 ML) 20K A, iiiE A&, KRB
EIRE A KR AR IR e 2 BRI I H R R, A B, R A B, AR
B2, K AR B 2R « S0 0H, O, ALK AL S ) A0 1 &) 0, H B A EORTRS B Gn
EDTA s B QI A, H B B, W S i Bl L AL I s b AT B 0 s & B E A (Hlan Zn- &
AREAY) M/ BEESF AR I P40 TWEEN ®, PLURONICS @B Z —F% (PEG) .
[0273]  FERI e () SEHE 7 2, Al 2k it X 45 7 Ak (Bl AR EE ) A %]
B2 IR 7S T SYIRIRIT MR . RS2 B R L i i — B P M AR 45 G
Remington ' pharmaceutical Sciences & ik (2% W %€ 18 ik, ed. A. Gennaro, Mack
Publishing Co. , Easton, PA 1990) WA, fE— DT, 286 AR & A TR LK
[0274]  FH-T-SEjta AR A W I “ 2542 m e 52 380467 v LLEFE 255 nl e 2 pk & W Ele
AR, QAR BRI A4 I 78 ) B R IR R A IR B M kL, S 5 B L A —
A2 E 25 25 A B AL 73 21 oy — 28 B BRI 55— 88 73, B A2 SR BUA SN E R 4
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o AR SERE T SR, AN T R A7 1 AR S R A e R M R A O L
ST H A 2 SR A EN . AERARSE T b, Al AR I R AL S L
T

[0275] A W23 S ek 2 M i S T 70 b 2 2 R A a1 . A
R 254 A A dL AT DU — B B AR AL SR 25 1) 28 B A B A 52 3
1.

[0276]  AKEHMAAEY) (B A 2P sl & ) 7T ARSI S5 e 45 20 is 5
(Bl BB /A ) ME. Fik, ARHEAEY T LEIEE T SR &A% 2 18Uk 5
R BUIRIE A

[0277]  AES—ANSEHE TR, R FE, AW S aS T HZHRNF S RH S
Y AL A EIRE B TR AT / B ) 4L A M R GE 2 . T R A2 BN N FUAS B2 5 S AL B P
PUIEE o 281 R 232 A5 ISR 35 AEAS PR T 0, o PR I L AW I T 4 0 R B e
R L B0 TR LW A TR A R SR LR AR A . AT IR T S T
SRAE ) BURERIG BERE A A . B, 2501 10 PT 42 52 AR 055 4 (AN PR T 38 10 35 12 771
W polysorbate 20 B polysorbate 80 LA fNEFR & MEAN AR A MR I Bk o 2 I ¥ P 771 AT
PALL 0. 01% 5% R EIMABIH A . IR AT 852 3 insa s 4l & Wt £ 4
TERIE 3

[0278] AWM ZGH 4L AW al LA @ v B 45 25, AEm e s b, F TS
VH AP EFEKIEI (427K TR ) B2 BB T BRI i 6 J0 T8 R S VR B 3 B
MR K. fET M SLiE T R, X T8k P 45 25, A8 0 3R R A 28 2R /K T K
CREMOPHOR EL™(BASF, Parsippany, NJ.) BXEFERZEM Eh7K (PBS) o #AT] LLZVAFIBE &
AHIWK. 28 2 ool (BlHE b 7 BRI R 2 B ) AU R ARSI
B AT LA i A A A S BB R 75 43 R Ol P S R R BT R JBURL K /N A R
A7 Y 2 T A 90 7 AR R U B

[0279]  HL4H T 7RI 470 2 T 770 T LA SR 9] vl 35 2 R i = S0R0 T I Ty L R LR R B
MoK SEBFNGanHE . 2 uBE T H B2 B (L AR i S SR r] LB SRR A o BT S IE TR
A PAF RS B R T s TR A UG 5 B SR S 2 4 A .

[0280] T ik A v B B0 76 52 SE M AL v B, Y PR Rl 3R] DA 2 B W A n] B 52 K WU
2, HAE TR I I BT A S 0 pHL B MERRA S Ik« AR WA A mT DV (RS ARAT
BB N 7 e A Re e hil 4 ) A AT 8 A 0S5 i5 s A I EALANTE S Ringer VE
BPALR Ringer VESHR . A0SR 75 2L, B 7 R4 2 7 0P 0) U AR R / B e a7
Al ARGk . TEE RS ] LB S R AT R BB ARG —MEcE Al F 2 L
AR A A VA, M E i 9E K o A — D7, B i B iE e B TS
a1 %, iR s A S A U 2 BN O BT R sk B LR e s AT
Tl 48 0 T B VAR B T TR AR D e, T F ) A T A A TR AR T, AR S TR R
SR B S Al FE T ok B I AR AT AT B4 T 75 2 R A

[0281] L AW ] DA A B bk P 45 26, il s v 5 e i 0 T R AT . O T VRS, T AR
0] P B A nl 552 K IEWOE G, AR B BRI B A A& R pH E B AR
TEo AT DME FH 1 a0 S5 50 200 s A9 35V Ringer Y5 59K FLIR Ringer 9 SR 6 2%
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BRI A TR, B R AR R G2 n) B A AT/ B E SN AT DA R 3
o B, DEMAT LLELSIERAL (aerosolization) 4525 (Lahn et al., Aerosolized
Anti-T-cell-Receptor Antibodies Are Effective againstAirway Inflammation and
Hyperreactivity, Int. Arch. Allegery Immune, 134 :49-55(2004)) .

[0282]  —NSEjia Ty Z I AT FH AR SCHEA (W24 W] 46 T TI6 97 AR ST (1) 993 9iE 5993 B
K25 . 23] LA T 75 2R 7 MR/ W G S AR AR EC i, I HL AT A T e L 2
I B 2R A FRT B B T T 1) e B B 22 N FRC 1 o 2990 DAAR RS, I A @ AR, AL 2R
Be A PRI A, e rh a8 2 T e 70 I 7 BA A SO P9 B B

[0283]  VAYT

[0284]  fE— U7, AR W 2 IR AT USRS R4S & CD20, CD20 J&—Fi7E B 4L R4 A
A B AR S IR Ui, HAELS & R A WAL, A NAIR R 7% . CD20i87/E2 5
FRIPIR HRER 7 B Al b5k o AR I AR BT S 456 BeR] DUR TR T B el &
AT I G, B NS AEAE T A7 AER 1A CD20 (1 Mg 40 M 110595 , 55451 201 B 41 o opk B8 , 451
71 NHL .

[0285]  FER[ALINTT I, 48K B I -SRI R ] B 775 T 4051 7, “ 27, “Y8 977 M
/ BYRIT T PR BURNE , X LR TE A A E S A, I AT AR A RE R B f 3 AR AT I E
RAER 7 B 5 4 2 LA AURE S P08 B R ) 58 B A R BR o AR R RO SR B R 456
BRI LU TIRYT B 4 RO . AE— D5 AR IR U977 AT DL % N A
FIHIBR B o A K SR B R 456 v BOA] DA T 4001 550U BR B 40 A 3 Y S L
AR HTARBIUR 456 Benl DO T By 97 v, A R 40 M AR A BUMYE (145 3 3079
BB ARVHRR o AERTIE B 5 T T, 6T B T B A A A A e L AR A B R KA/ BA AR
A FEAR, TR R 2 2 f5 . KZT 3 fi% K2 4 fi% K2 5 5 K% 10 5. K2 20 £, K2 50
FEECZ B AR AT . A2 T8 7 10, YR 97 B W B AT DA HE 40 i A= BlMgs /N /
AR R R T B EE K LN 1%,2%,3%,4%,5%,10%,20%,30% ,40%,50% ,60%,70%,
80%,90% ,95 % B 8] (AEAAT 1 43 ELFEAIC .

[0286] W] LARH AN & BRLL-A- B T7 V53697 A/ BCFRBH 1 Bes A 5 98 191+ 4 B 4 bk
L8, 46 01 NHL, 9. F5 BT 44 B 40 B bk E2REZ0 M () s /966 E980 R0 Rl 24 B 48 B8 A2, 71 B 41
P A bk L e 1 i (CLL) / /Nibk 2 4 bk C2988 (SLL) , B 4 B 459k L2 4 B (3 s , 94 2 5
HAMMLM I (lymphoplasmacytic lymphoma), S B4R I (MCL) , SEVIM I8 (FL) ,
BFECE  F E M & EFL, R POk B8 (cutaneous follicle center lymphoma) ,
B2 X B Ak T8 (MALT Y, 2555 AR AL ), 22 B 40 i (A I8, 7R3 P K B 4H M ik 9,
Burkitt' sitkULJ&, JRANMIE , IR A Mo 8809 , AEAE o bk 3 A PEFR AT, Waldenstrom” s B
R A I A 8] A2 PR R4 itk 298 (ALCL) o

[0287] W] DA AR B -AWBTiA3697 A/ BURRG ) B 4l Hodgkin' s WRELSRI ) 3E
— DA Ik ELRASE PR M s D R PR IS H P AR LR, IR PN K B A AR ELUE, SRR B 41
bk R, RO (s v . w M a B ), FRAS R ARG T 3 R R, R
TR TR 2R U5 - 1 bR LR AR 22, PR I M7 3 P 7 LR

[0288] W] LARAC K BHI A& ME 723697 M/ BUERRS B3 H i K CD20 3R3A B 4 %
PSR LS E B S, AR SR, AR SR PSR 4, [ 9%, R G VEAH B o FIBE A, , JAE 11
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Wi (1BD) , b & [0, 192 TR 465 W %, WP E R A AiE, NI 28, i 2%, R &1 JBE 4%, B /N BR'E
R, 1RIZ, W, BRI AL BRI, 40 HORS B B, 2 R PR, B i SR A Ak, TSR Bk,
AEREPRIA, Reiter' s i, HZEMR, I EAWE K, Tgh B, 1eM Z2HEHH, fEN 3
(00 ML /N AR Dk D> 5 0 A P A5 A A L /S 30 2 e 5 R AR 9 A A e P I /I iR 9 2> 2 0, ¥ ot e
T, EAREWLIE 77, RIS 28, RAVELLHEIRIE, KRB IS (RA) , FrRLPRZ 98, RIEIE,
Graves’ %93, NP AR FURIR S, FAEGIAIZEMI5, Omenn’ s ZEA1E, 12 VE'E 2, , SUPEL YLk
BRI 2 0E, HIV, 2R B A O« 3 — 2D B A2 EELE S P PR 3 4% 5 il R ik
ENEAL N % (choreoretinitis) o

[0289]  FER] LRI T7 H, AT LA A & BH (40 A a7 a6 57 A/ SRR 1 8 e BRI
45 HH B 41 M4 B2 001 Epstein—Barr 5 (EBV) JRYLAT FEE T T R BB B 1
[0200] 3K 5. FrAl ik ml AR s EE (V) FIPTARRREE (V, BLV ) 1 CDR Jy B~ MEAZ IR
5l

[0291]
SEQ
D
VH CDR (A2 NO :
CD20 IgG
1 GGCTACACATTTACCAGTTACAATATGCAC 127
2 GCTATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGC 128
3 TCGCACTACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCTG 129
CD3 IgG
1 GGCTACACCTTTACTAGGTACACGATGCAC 133
2 TACATTAATCCTAGCCGTGGTTATACTAATTACAATCAGAAGTTCAAGGAC 134
3 TATTATGATGATCATTACTGCCTTGACTAC 135
LC CDR #R ¥4
CD20 1gG
1 AGGGCCAGCTCAAGTTTAAGTTTCATGCAC 139
2 GCCACATCCAACCTGGCTTCT 140
3 CATCAGTGGAGTAGTAACCCGCTCACG 141
CD31gG
1 AGTGCCAGCTCAAGTGTAAGTTACATGAAC 145
2 GACACATCCAAACTGGCTTCT 146
3 CAGCAGTGGAGTAGTAACCCATTCACG 147

[0202] 3 6 FrofiiAfynl AR g (V,) ATAARERGE (V. BV ) [ COR F B B P 2 2
gl
[0293]
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SEQ
1D
VH CDR &7 NO :
CD20 1gG
1 GYTFTSYNMH 151
2 ATYPGNGDTSYNQKFKG 152
3 SHYGSNYVDYFDYWGQGTL 153
CD31gG
1 GYTFTRYTMH 157
2 YINPSRGYTNYNQKFKD 158
3 YYDDHYCLDY 159
LC CDR &AEMRTF4
CD20 IgG
1 RASSSLSFMH 163
2 ATSNLAS 164
3 HQWSSNPLT 165
CD3 IgG
1 SASSSVSYMN 169
2 DTSKLAS 170
3 QQWSSNPFT 171

[0204] 3R Tl1g EHEM x REERIRUITEEE LI (CD) MR T 5
[0295]

SEQ 1D
HC CD &R 751 NO :
VFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY
SLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPR
175

EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT ISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGFYPSDTAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHED
L - PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNK 208
CD20  ALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQ

[0296]
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KSLSLSPGK

kCD  RAEIR T F
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESV
TEQDSKDSTY

L~ TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT

CD20  EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

176

209

[0207] 3% 8 %ifid Tg EEEM x BEEAGTRBPEIE E LI (CD) MR 77

[0298]

HC CD  #%MR/¥ 51
GTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGG
CTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCG
CCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTAC
TCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACAT
CTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCA
AATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGG
GGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCG
GACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCA
AGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGG

GAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCA
GGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAG
CCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTG
TACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTG
CCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGC
AGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTC
TTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTT
CTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCT
CCCTGTCTCCGGGTAAATGA
kCD  IRFFH
CGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAA
ATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCA
AAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTC
ACAGAGCAGGACAGCAAGGACAGCACCTAC

SEQ
1D
NO :

178

179

[0299] [& T # 5-8 BIHKIFE I 2 48, Hoe COR( M RIZ ) FESEIX (BT R 2B v
=) R 24.32.33.34.36.38.39.42 DL R 7E SZHE ] 3-6 2 FF 1R L UG R ZH 2 1K HuFR J5 1)

R,
[0300] IR PEFTAA

[0301] R (R SEt Ty S, AR RO 6, BB AR W ik A/ B e AL B0 AR o 4
7 CD20, CD20 /&7 B 40 e R 1 EARIA M ARMEILAL TR &2 (1 FE N B 4ifgdric. CD20 25 R
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B AL SR T FEAE B 4 BT AL A S R E A . AEAR R — AN, AT DA S A
SENFE BRI AR X R H0AA, FLEE X AR At (o0 B 4 ) R A . AE— D SEiE T =2,
AU CD20 A4 ) CDR A A BH (1) HE 2H B 85 ] A% (X 22 JIR A 4 42 B mT AR [X 22 ik v T
R A AR SNSRI AR X R HAA . a0, Pk sudk 44 CD20 Hili. 7E—NSEiETr =,
FUA IR BE AT AR X 40,27 ICF1, HiAm 27 SEQ 1D NO :43,44,45,46,47, 38, By, 49 [ BB T 71 5
CDR1, H:A9 4 SEQID NO :163 [ ILER 75 ;1CF2, HAL4 SEQ ID NO :58,59,60 B¥ 61 4
HEG 1) CDR2, HiAD 2 SEQ ID NO :164 (%2 WG £ 51 ;1CF3, HAD 4 SEQ ID NO :67-71,73
By 74 (12 F 2 7 51 sCDR3, HiA 2 SEQ ID NO :165 [IZ EEE T3 ;LA S ICF4, HA9 4 SEQ 1D
NO :83 [ R IR T H1] o A8 H B St/ v, ik ny EBE T AR XA 7 1CF1, HA 7 SEQ 1D NO -
6 8% 7 (L EE 771 sCDR1, HiAD £ SEQ ID NO : 151 4L/ 7 1) ;ICF2, Hifu & SEQ ID NO -
9, 10 B 11 [E B 771 sCDR2, HAD % SEQ 1D NO : 152 [ LM /771 s ICF3, HAu & SEQ 1D
NO :13,17, 19 B 20 FJEFEERITF1 sCDR3, HALH SEQ 1D NO :153 MZE LR T ;UL 1CF4,
HATE SEQ TDNO =21 I IEFRFES .

[0302]  CD3 /& T AMUSZARE SR« HOERE ST T4y mAric, B rl T4 57
PRSI T A ARAE AR, AT A AR B o AR P28 X s, HUBT ok Bz 4n i (4540
THIM) BRI EN. £ DL 29, A 51 CD3 FA& K] CDR A & BH 1) 5 20 5 ]
AR X 2 AN 2 AR B T AR [X 22 b T B A R BN SR m AR X B A . 9l , ik
PUEL A CD3 P fE— DL £, PUR R 2B AA XA ICFL, KA SEQ 1D NO -
43-46 BX 49 R FLER %1 ;CDR1, H A4S SEQ 1D NO :169 [ IERR 75 ;1CF2, HAL & SEQ
ID NO :58,59 B, 60 2751 ;CDR2, HALS SEQ 1D NO <170 R AEEL 751 ;1CF3, KA,
47 SEQ IDNO :68-69, 72, 738, 74 IR L FE T 71 sCDR3, HAD 4 SEQ ID NO :171 ;LA J% ICF4, H:
£3,7 SEQ 1D NO :83 (R EEIRITH . 1E#E—DRISLiE Ty &, ik ) EEEn] A2 X A7 ICFL,
HALE SEQ 1D NO :3,7 5% 181 A IR P HI ;CDR1, HALEr SEQ 1D NO :157 LR FFF) 5
ICF2, HAT % SEQ 1D NO :9 B 11 ;CDR2, HAL % SEQ 1D NO :158 [ AR T F1 5 1CF3, KA
SEQ 1D NOS :15, 16 B¢ 17 FJZ LT 51 sCDR3, HALF SEQ 1D NO : 159 (LR 751 s PLI
ICF4, HAT 4 SEQ 1D NO :21 [IE LT 71,

[0303] %I

[0304]  FE—ANSLE T, B T RS O E R E A E R AR X AN EX 1.2 A1 3
(11751 (a4t CD20~ 5t CD3 FFRLL ) Z Ak, i (it 1 A B Bk 7 g o A7 1) B B ] AR (X &5
I8 ICF 1,2 1 3 IR P 1o AE S — N SEHE T 2, B 1 b O Sz sk g 0 EAE R A2
X EAMREX 1.2 13 BIFF (A04% CD20. 370 CD3 (I ARES ) 2 4b, i $2 4L 1 A% & B (1)
SRR I IR RE R AR X G5 TCF 1, 2 F 3 (AZIR T 51 fEdE— B[RSt 7 =, ish
PRAE T M7 gmAD AT 1 EE R RN R ] A X A5 M3 TCFA RO IR /7 9 o 61l , A R R (1) B ]
AZX ICF 1,2, 3 A1 4 Z5I A SR 8EnT AR X ICF 1,2, 3 F 4 g B3R 2 fIR 4 FIH R
SEQ 1D NO. AHRLT CnfiEskiz A EHE A XA CDR 1,2 1 3 FIZIRITF WK 5.

[0305]  DA_E Rt (1K) 4w AL B BE B AL BE AT AZ X, TCF Z5 /48R CDR [RZBR LA 57 & 3 Jr [l Bl &,
TEBOXFE AL TR , Frid % IR AL SRR IR 70 I e R o 72— SEjt 7 28, Y R ml AR
X ICF 25448080 CDR FIAZIBR LA 57 2 37 J7 [ DA NI F Rl G «4mhsd ICF1 IAZIR s4mhY CDRI
IAZIR s 9mhs [CF2 HIAZIR ;4w CDR2 [MAZIR sZmhs ICF3 MIRZIR s F1gmbd CDR3 MIRZIR . 1L
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AR TR, SR EE R AR X ICF Z5 M 480RT CDR HURZ IR LA 57 2 37 J ] AT i
RlE gwAY ICF1 BURZIR +4b% CDRL HIAZ IR (2w ICF2 BIRZIR (4ib% CDR2 AYAZ IR ZWhY ICF3
HIRZIR M4ihs CDR3 HIAZIR . FEBE— D BYSEHE T S, 9 At BN 42 i T A2 [X 45 44350 TCF4
AZER P HILA 57 & 37 J7 [l Fil & 2 B RE B EE CDR3 (1) C K. B0, 48K B (Y 37T A2 X
ICF1,2,3 F1 4 G5 IR DA SR BE R AR X TCF 1,2, 3 F1 4 S5 A7 26 2 A1k 4 51 1K SEQID
NOo AHR T BN e e BR 8 1 HBE ] A2 XA CDR 1,2 A1 3 HRZIR PP 91 ILAE 5.

[0306] & i HuFR 3£ 15 W) 1g # n] & x4 45 2 19 M /i H Gene Site Saturation
Mutagenesis (GSSM™) B Synthetic Ligation Reassembly (SLR B GeneReassembly™) Ak,
Jy B, e ML F) 6, 171, 820, No. 6, 537, 776, No. 6, 562, 594, No. 6, 605, 449 Al
No. 6, 764, 835 filiik.

[0307]  #ifk

[0308]  — H ™A SRR B BE 7] AR X 701, B S5 AT DAKE I ve B 3t ok R A st A e v AR
TR BRI AR X 2 K. AE— AL R, 1T R EUR B R] AR X 2[R D] Y ot
RLAE KW B8 b4 389 3 55 Ge gl FLah 4 i L= A A K e 3R A

[0300] & THiFRHIAMMI AT i AR EE (MEAE) vk, RISBARM EAET] LA
I RS AL ST L ALBUR R SN o RIBEAR T LLEA b H TAERS 72T
FALFIA 7 1 o i g e F B 40 o X Bh R IA B TT DL N B9 BE e B B s
MBI 5 R o & g A 1 B 35U 22 JIR B0 e 1 DA B 3 P A SR B A il e
()2 1R AR AT AU R N G SN A Y B ik AR . IR e VA A5 A4 4 B 20 DNA 57
ARVA S ARFME N LR EH, HAEIA W J. Sambrook et al., (1989)Molecular Cloning,
A Laboratory Manual, ColdSpring Harbor Press, Plainview, N. Y. and in F.M. Ausubel
et al., 1989, CurrentProtocols in Molecular Biology, John Wiley & Sons, New York,
NY. o A AT 520 T R 2R ) 50 PR AR R 1 T Fe 1t

[0310] I bRl 7 A5 J7 S 3RAF A Sl AT DU Gt 3 1 1 32 40 M e L 3h ) 4
J DA SRR A B 72 Mo e e R R AR @0 3 A ST PR T g A FH 1 1 3 2 L P B v R AR
AT o, u L3P0 20 Mo i e ] FH G G J5U AR B AR @il & DEAE- ] R BE A 5 (1) 5% 4t CaPo,
FLYTTE S 2 AL BB AR S DA R AR A 2 0 1) L U v SR, BT IA L O VA A
(scraping)  ELFSEHN . 1212 s BB AR o2 L V4 T8 B b & BROZL 40 M b & 7] 3¢ S S0 S a4
YN TR/ BR324

[0311]  Rik

[0312]  gmhdBOLERE DR (Hla EREEUREEREX Z 0K MEE A0 Ig) 1 DNA FEAT4A H
SN AR (A LB IR ) B TE AR R IA T LA T AR K W] (Tissue
Cultures, (1973)Academic Press, Cruz and Patterson, Eds.). 74 H 2400420441
15 EAMH A B RN S IR 7T, AT B TR IS EE 20 DNA B, ReifT \RIA
I3 WA R R 2 13 5T A FH ) 1 = 2 i A A b O SR BM SR 40 i (CHO) , 21 CHO-K1 (ATCC
CCL-61), DG44 (Chasin et al., 1986, Som. CelIMolec. Genet, 12 :555-556 ;Kolkekar et
al., 1997, Biochemistry, 36 :10901-10909 ;andWO 01/92337 A2), — 4 M ik J& i B T
CHO g8 ig (CHO/dhfr—, Urlaub and Chasin, 1980, Proc. Natl. Acad. Sci USA, 77 :4216) , fil
dp12. CHO ZHiffd (U. S. Pat. No. 5, 721, 121) s SV40 2 ALIIMEE CV1 40 (COS 41fE, COS-7,
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ATCC CRL-1651) ; AJEAG'E 20 Mo (4540 293 20 Mol IV o0 % DL 3% 52 245 KK 293 2 i,
Graham et al., 1977, J.Gen.Virol.,36 :59) ;4B 'F4HMe (BHK, ATCC CCL-10) ;4B 4H
il (CV1, ATCC CCL-70) ;AFMERMEE 40 M (VERO-76, ATCC CRL-1587 ;VERO, ATCCCCL-81) ;
/NG Sertoli ZH g (TM4,Mather, 1980,Biol. Reprod. ,23 :243-251) 3 A B #iJE 40 (HELA,
ATCC CCL-2) s R'E4if (MDCK, ATCC CCL-34) ; AMfigifis (W138, ATCC CCL-75) ;s AF4if
JEAIML (HEP-G2, HB 8065) ;/)NBRFLSS IR 4ii e (MMT060562, ATCC CCL-51) 57K 4 B4t e
(BRL 3A,ATCC CRL-1442) ;TRI 4fiffd (Mather, 1982,Annals NY Acad. Sci, 383 :44-68) ;MCR
5 4l sFS4 4.

[0313] AT ECAZ 40 e Gn gty 2L 20 40 400 L %) 2 38 88 A4k ] 60, 455 55080 L B0 A0 A R AH 2% 1) ) B3l
Azl 71, Hoae ARSI . — 81877 JoF Al BL2 B A0 7E & Ph 1k B X R I Cuv
BEFEEREREE (ASV) BT . HeH 5B S 3 a4k R 40 1)
HBLL (SV 40) (Fiers,et al., (1973)Nature 273 :113), BiHEIR BT AT4 H 4F3k
RIB S 20 A0 s 25 2 0 B IR L JE Bl tn] DU A8 5 5 30+ hMTT T (Karin, et al. ,
1982, Nature 299 :797-802) , }x H'e ARATUR C R A 30+ XTI F=I0 R AR gl (5
SF 9 4iff ) hREELE A, Al ARG AR EHE pVL R (Lucklow, V. A.,
and Summers,M. D. ,1989,Virologyl70 :31-39) FlpAc &%) (Smith et al.,1983,Mol. Cell
Biol. 3 :2156-2165) o ARYURFLARN il T i3G5+ 1X (FEESAS DNA X I8 5 3+ X E
TEB NI R IREL 3 ) AT RISt 2 BB . an A 55 AT DR A R Fm R R IR Y
SIS A, N SR AT A% 1 £ N JFURE DNA

[0314] 15 E4H )L

[0315] £ A] e i SEJE 7 2, B 1 W L3 E E A A, e w DU A e B A
WIERAE T £ AR B IR E A BT (B Ak 1 2 1K, 6] A k81 1 5 4 Bl
A X 2 Ik, B FE RS R W Te) o E A2 I St 77 28 Hh, ] DUASE P 28 DA T R R T B
(Saccharomyces cerevisiae) PS5 % TR DA S H B TRERF TR PR , G028 0 T o SIS 22 0 P
(Schizosaccharomyces pombe) . #5H5 Zifd B ER AT (BIWIARKIHZHE ) 1 DNA [/
BREART] DMEFH 2 1 EHIE 5 Broach et al., (1983)Meth. Enz. 101 :307) , B & 5k}
AR E SRS (HaStinchcomb et al., 1979, Nature282 :39 ;Tschempe et al., 1980,
Gene 10 :157 sand Clarke et al., 1983,Meth. Enz. 101 :300) . FERFEAAR G B & (U8 5 o4
] PASE H T & i B AR RE 1K) J5 31 (Hess etal. , 1968, J. Adv. Enzyme Reg. 7 :149 ;Holland
et al.,1978,Biochemistry 17 :4900) . AT AN 51t 7] LAE FH He B sh+, Hidh A K
A RT LAYR T AT Y BRI ) 3 5k . S ALBIIER A R /A, FE R A B T I & bk
UL T-4abl e F 1) 37 AR vt Ay B2 1 FF FL7E T BR AT A JE PR )R S0 AE fi 1 37 AR B0 X
R o A AR (1) B 40 B (0 A i B G B RE B T AR X 2 IR, AR B T Tg i m] DAAE R
YL RIE (I anfE FARIRR R A ) .

[0316] A DI A& XS 3 2 1018 R4l S AIE R S8 WA A a7 402
AR EAFE (Cleveland et al., (1983) J. Immunol. Methods, 56 :221-234) 8¢ 7] L
AAIRFE RN R#fE (S0 Animal Cell Culture :A Practical Approach 2™ Ed.,
(1992) Rickwood, D. and Hames, B.D., eds. (Oxford University Press :New York, )), JF
MRS P BERUHRR 5 18 F 4 MAR A . m] DAAT R R e 35 7 2, B 00 G e /N B AR S SR (MEM,

40




CN 101675074 B i BB 38/63 T

Sigma, St. Louis,Mo. ) ;Dulbecco’ s Modified Eagles Medium(DMEM, Sigma) ;Ham’ s F10
Medium (Sigma) ;HyClone ZHfiuds75L (HyClone, Logan, Utah) ;RPMI-1640 35375 (Sigma)
ML IR E (CD) B o7 Ak, FLEF X 47 o2 40 i S8 AU i, 451 41 CD-CHO #5354 (Invitrogen,
Carlsbad,Calif.) o FRAMTIX LeH 55 R0 BLRE AT DLUAMIN & @ik 2 BE 1 56 Al R e R kb 78 41
AU, BRI A

[0317] EMEBEAR (WARKWPZK), BFEEEA . fEsRE D, 7] LS 7L & P2 i
LR T AR RAAT I B B W R 7 A . ARSI A B T s A A
P A MR SR AN B SR e P DLAAE = — R R IR A kR SR AR A AR IR
FE— AT, BRI, Wi R SR B b ) (Bl maRsssR e ) SR AR (R g5
M, T IS R AR B 2 o AEE SRR 37 HIA) 7 AR 1 7 M0t ] DAAA an AR [ D Al 3% i
Ko REMMARFRATIE , LA BN RS 35 56 AT 5 OR AT, UL T DAAE R R B 55 U ik Th ORI B
FrAy BACH A

[0318] AR B (BIANAR K2 K ) KB T4 mT DU il & 4 e i AL sh Y
18 3 A MR R 8 A 7RI AR AT U7 SRR 7 AT B0 . T LAF A A i s 57 45 A1 DA 5 40 e
B A B LBl A 2n O 4 I BAE A, I8 9 I TR 2 X P B A A K B R AR R
[6)o 34, AT LA A4 M5 57 2% A1 DA s 2 o A8 7= S 2 B o A 7 — Bt ) o AT RS AT )
B SRR L L pHOA AL (DO,) 2 R5FRUH ALY 18 40 M b A8 F IR L8 554 AT A
SUFHARN ST T . B FLENYE AL an CHO & i fY) 5 s 5 B2 Ve [ 2 £ 30-40°C 2
), AE— A SEHETT S P& K2 37°C o pH & HI BB 5 2 K40 6.5 2 7.5 Z[A Y 7KT-
G DOy AE 5-90 %6 2 SNMAMIBE L 7] o TR BEHE IR 560 7] H TR BERT 77 7 A Ay B () SO
=4SPl EIRmE/E O

[0319] il &I RITT %

[0320] AR HRAL T 7 AR e T PR IF BA AR ) S e B Ik B AR 1 0 vk Herh ek
PUREHE S ICF M EREAM BT AR X . AR —EA T2 E R R LA M Rk ) 5
MREZIR CkA LR MG SCE, KA B s R e n A2 X 2 K, Hrp prifnl 48 X a5
ICF, DA K Jiiide 45 & U R IF HoA BRAK ) % JE PRI iAo A2 — N SEH 7 S, SR BE AN S B ]
AP X AZ R 1) 40 S AT AR AR A 94 7 v Gt A vy, DR RS S PR N 4R 5 H 4B IR IS
X 2P AR E R AH M Ny T, 7 A AT DL AR U LR T A e 4 A R PR/ BRE
I S g% JE PR R 4

[0321]  fE 53 —ANSEHt /7 &b, BB & SO P DAESS — 4 iufie b, BB & SO R U
BT . ST R R A N 1 7715 0 2006 4F 10 A 4 H 35 B IG R
60/849, 597 frik, H 2B A B IFAAR L,

[0322] HHACHF

[0323] AR BIFRAE T H T 77 E gmig A4 ICF [ E B ARk v] 48 X (R & SCE R
%o HT AR —EENINEaR RIS ICF HEEMRE R 2 X KZR, LA 5" 2
37 U7 MR D R AR BE W] AR X LR, DA AR AR RIS TR L TR

[0324]  FE— ML )T R, Frid iz e Rl A2 X A% R ( B bd 1 2 2R 7 1) )
WA A, # 6 SR 1A TAECENR ICFL, 2,3 M4 51+

[0325] 3% G. T & 20 & BB SCE MR BITE ICF 424
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[0326]
ICF I | ICF2 ICF3 1CF4
GLL8 | GLL78 | GL1 | GL I
GL 2 GL2 3 GL 2
GL 3 GL 4 GL 3
GL 4 GL 5 GL 4
GL 5 GL 6 GL 5
GL 6 GL 6
GL 7 GL 7
GL 8

[0327]  AFHHER G H [ 4 4 TCF F2& 0] LAy AR a4k 280 PhEE#E4H A (TTICF1x 5TCF2x81CF3x
11CF4) o

[0328] X T-AHMLHARBESCHE, & H H %) ICF SE-4 & ] DMEH I ICF %+

[0320] R H. H Tl & HA R CEM RGN 1CF 4

[0330]
V.. ICF1 V.. ICF2 V.. ICF3 [ V,.ICF4
VK1 2 VKL 2 3 VK1 VK1
VK3 VK4 5 6 VK2
VK4 VK7 VK3
VK5 VKS VK4
VK6 VK5
VK7 VK6
VK8 VK7
VKS
V. ICF1 V. ICF2 VA.ICF3 | VA.ICF4

42



CN 101675074 B i BB 40/63 7

VL1 VL1 2 VL1 VL1
VL2 VL3 4 VL2
VL3 VL5_6 VL3
VL4 VL7 VL4
VL5 VL8 VL5
VL6 VL6
[0331]
VL7 VL7
VL8 VL8

[0332]  [Alt, 224 Ff x B (Tx 4x 8x 1) BE 320 Fh (8x 5x 8x 1) A BEMIA & L FER LI
HiX A,

[0333] AR BHIIA A SCETT A S TCE B4 a3, 1 f, 7T DAk 4 fai 4k (1 SC 2,
W 0 20 & B A A [F S R 9% 5 1% ICFL. ICF2 AT ICF3 :VK1 2+VK1_2 3+VK1+VK1 B VK6 _
VK4_5_6+VK6+VKL, FHILIRTS 8 P x BEMFRIALAEARRIERES . T RUdE S sk 1-4 B
PRALR 55 —Fp ICF B 1CF Mt #& e SCBE . lan, 23k 1CF1 &4 T E 4 SCFERT, GL2
AL (a) #5440, (b) HH GL2a, GL2b B 1 BUSLHEE] H B2 e ICF1 B, 53 () H
55 GL2,GL2a, GL2b BUH & TCF1 AHABLR)— B2 Fh 7 21t b 28 BRSBTS Hh R AH B 1) B 38
[0334] W] 3k ()7~ 1 PR St 7 48

[0335]  fE 55— AMSEiJy &, HuFR A LAY Je P B A0 e i, bl — B P i A 1%
Mo (HALF A DU S RILIIAREE ICF 455 . (A8 nT DL T DR s 5 in 1T s didn
W (105 AU AL R T 51 B AL 0 e 2 m] A8 R 22 /77 1) ) AH L R R ] AR
X AZ R - FUAH R PE MR 2 « S50 )5, RS Yo AIE Al i b R IA I, A AR e 31 ] LA 18
ISP B R oy, FLAT DLS AR R BH ) B ] AR X 4 (R B

[0336] HAMEMERNEGAIENEREBX 2 EsERERE. L2944
MR FER 2 IR A% R /7 1 mT LA 7E 40 i Hp SRk (W R m] A KO R WAL A SO & - 7R —
AL T 2, AT LA b kR G A v B . 452, RT LA e B AA v B X3 SR I 45 S o R
PE, B a0 U BN 41 RIE TR RE

[0337] A iR BEAED LAMEN A F 42 %E, FIT HC ik B . 3£432KH FRL, FR2, FR3 I
FRA BB M 2R AR Y72, Ho e TAE R 2K (9, 74 A A R R Ga R RIT 81 FEHIME
AL FREEREN . R T 8 DFIRI « MZEXN 8 MR A ZRIX, AR AT LA A ik
VLA T3 B 5 8 MR « B M U,

[0338]  — H ™ AEFRITIR 8 SR K RE— N EREM 5 A 74258, TR 1) A] LSS A R
SCEE (Han 245 MPEEES R | B4 245 MERE SRR 2 B R4 S,
HEHFBHLANIE) o M8 ADIERRE—A (BASCENE LM RFR ), HE &l
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5E (41 ELISA) ik 3% 1960 Mifiik. DRI, /£ 8 DMt Jm, 3% 15680 4~ HC
LA o TR LE b — B PPN B i 1K 10 NS5 4 HC, X 78 |5 7 F RS b 22 01 Fl i
BN AR X AL IR AL 5 SC PR B G HEAT , JLAE HuFR J7 0 58— Beif e

[0330]  FESCE A RN B R I, T LAAE R B AT T vy 38 485 7 470 A 32k DR 11 R - e e 1t i
AL AR T A A K Teo Pradiik gl DARE 5720 Tl E i . 140, 48 CD3
FUARTE B, ARG AT 326 A4S hit 1%, 52 A hit HRIESE, Amr 10 DN EHE hit Bk
B (WLt 4) .

[0340]  7E55 —Herh, dyH ToWI 5T A A A i ) 10 /> EE2H 26 L BEHE D AT LABE S 55 HuFR 21
BRSO A o X SCPE ] DABEIRUG DL ) BAT 5 0 RS AAORE b AH (R B (0 1R o AR
Ao B, 48 CD3 HLARAF L, MATIR 16 T A 268 4> hit #U$E, 37 4> hit BRIESE, &
10 MEERE . 9 AN B AL G HAEUE SE I E TP U ( WSRiiEml 4)

[0341] ALK SHELLN SEHEHIE— D RE AH 2 B A R AN IR T 1% Lo S 91

ST 15

[0342]  SEJGEWI 1 BT 585 SO A A o 2 48 B

[0343] AR EAFRME TR BRI EREM L X “ B BUCLAE B Be RSO, HonT L TR 2 ik &
PR A Z IR MR SLHEE RR T ] U T &R A UR S A 2 IR R 2R X« By 7Bk
TAE A B2 S 5 AR il 24 L 2848 5 1 o

[0344]  FE—ANJ7 I, B Fr Bscit T TR IS ZEIX (FR) 140 FR1.FR2 A1 FR3 JEIX (]
JPRZAEVE . AEARSSHEM T AP R GuE sk E QR T AR X (V) M8 BOCE
[0345]  WitEREE N (V) MZRIX B T AR S E

[0346]  SN%EH] N BERMIBEIX HI T B, B HURIT B 1) Kabat B4E P2 DA & R Ee N\ Fh 5 4]
T DAk o A8 P 51 LR A 45 ) dpe AEALL PR b 2R B DR FH T B b it Vo DRI,
S DR T DG ok T AR ) AP A e AT LR . BT IhRE KT (K 2-3), ikt
i (top) A KM RITHILATRAZ S FR Xk

[0347]  AERABAER AN FR B“ILH” 2 H LR A NV« SN RFRFF, 4B+ 771
S EEFRe XHE—41 FR R HIHHT Nk B . @R e 5 AL EG b — 41 PR 91 - ik SR H
TP FREERT A A T OV I )7 5, H RN T I E s B R A LR A . BT
T2 17 NI FR, (HFRAE ICF1) , 16 354 FR, (HFRAE ICF2) , #1156 N3 FRy (R
FRAE ICF3) o BN EA X (5 ICFL, ICF2, ICF3) S &L FR Fr B2/ 52 % 4[], 5%
PR B &b 65%HHF . FR AHPF] (440 ICFL, ICF2, ICF3) #4654 DNA J¥51,
[0348]  m] DA HiAs 28 (1) 78 56 2 AN e Ae 7 FRix 2k TCF 4R . Bt a4k 3 ICFV x
SCEE (AEARME G ) (s B B, AR5 T2 B2 T e AT HH RS 1 A X 8 P 5 R vk o
TEATIRS B 2 H SO AT AR B s ) 1 78 55 5 T P 3 BER 783X — PSR i A R
LR B

[0349]  SLJfEM] 2 AT H5 B SO I A A0 o 2 268 B

[0350] AN B FRAL AR BE NI EBE TCF Y8R A ST 5 3% 8 ST AT FH A i I 28 461 v il
o NRSLHEWFER T A DV TSR G PR S A 2 IR EREM X “ B BULAE A B
(K289 SCE  PA K & e AT 28490 i o
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[0351]  JET AP RGESREQEFEX (V) MOEET KRR GIES G AV,
P ZR B E TCF B RMSCFE o AFART VAT BARE IV 73y BLAM R E X (CDR) A FRo T4 4l FR,

WA T F B LARILRAR v,y FR o LB 2 £

[0352]  JLZmFTA N VoM BT 730, I BN FF 5 55 5 FR. X RE—2H FR P FIBEAT T

WAL R, W F IR — 4 FR PP F TR R BB FR AR 57 T A gL f
FEB) (45101 ICF1LICF2, ICF3) , H HAERRAN 7 51 7 B S B R AR S R . BN FR 5K
REFERILA P57 (B4 TCF1. ICF2, 1CF3) VAR IR 77 Ao f P e i IX B0 %
HEARAL 5 N VAN BT XL AT E “RAR” SRS o SRR BRI AL EE G 4 B+
X T 72 O R AL . BRI U B A DU LR IR AR 4 — 51 (i
ICF1.ICF2.1CF3) . SECRAILHFF] (H1 ICF1. ICF2. ICF3) KAL) — 2R AR A b (i) 2%
i F S 7E 3L P 5 R BT WAL I AN A B . PR3 B 12 MRUERMF BUFRF S 7E
— RIS SO fEH 8 N B PR DM 12 M BES S 8 M BRES ZMTTF
ZREMZE A IME

[0353]  sEjfafsl 3 -3 CD20 Fifk

[0354]  ARERERAL T HRA 2 KRR T MRS A 2 1K CD20 1 a0 45— > S 7 26+ A CD20 1)
e S N A

[0355]  HFESPEZ A A CD20 /N ERPUIES: 00, B 5SS Z UL A 2= i . 55557
IINBR IR ASIRE , 2GR A v i (FACS) A il S8/ BR i dg 5 CD20+B 4 e & (Daudi)
M5 .

[0356]  7Eidk— 0 % Al K I R 58 V0 2 BT, W 35 R 0 SR AR /N BR AR 36 A8 Ry dek A it CD20
ok . B EIUEEHATERTUEAN S HTUE (N - NG [ HECEY 2= ST R 1
Tk il 24 % A B DA Az B F 0 e 0 5 1 Bl i B . i Ao AR B A iR DAE R B
JERRE I EE (HO) FIEREE (LC) MR gmhd T A8 X 7 U4 73 5 F s B & A TGl 1H
5 X I AL R L B AR . TR B APt CD20 FLAR4FR A DVSA-CD20.

[0357] VLK

[0358] /BT AHMLRY ELTSA, AE N5 5 B A AT 8L T DVSA-CD20 [ CD20 4541k
J5 A HuFR A5 44 i 1] B BT 2% 5 i T2 o 3 — 30 52 B0 CD20+B 41 i & DA K R IA
N CD20 5 A7 B3 2 [ B HEK-293 41 il R K

[0359]  CDC(CHMAAR G (g 4i i 35 ) 5 . R R FET 56 96 FUARIIE , AREM 7 CD20
AMESE A CD20+ WA AYRE YT . AMABEEE LI B AR S . X TR—IE, Z
ZHUAR T DVSA-CD20 FHAERH 145 B o 57 P tof HE A R AR A 22 400 D 5 ) M Ach B2 ) &4 i L P
RN TgG FHKMA LR [ 20 DA K2 B 30440 B 35 A M b EE 40

[0360]  ADCC (HAAMHR 4l fis A S R AN A EE PRI 2 ) . JU52 T 91 CD20 44155 S ADCC [ RE
77 $U CD20 FrARAEAALE CD20 4 iy ELTSA Hat il B A LB R 195 DVSA-CD20 945
> 7 CDC I 5 W B A 5 DVSA-CD20 #H LU AR B ek R & PE . SHIESEHT CD20 AR EE T
X N T T RE, #7796 FLAR ADCC Ml 5E o 1 LDH B3N E 4 MBI 58 A B M0 e
BFEZEHU R A DVSA-CD20 Hifh .

[0361] T . FFR T T I 5 20 o o J6E 5 2 4R 3 25 9 2 T FACS 190 58 DAVE Al 31
CD20 AS A% S T IBE /7. NI SE , A CD20 FHE B 40 o Jbk B 087 20 i FH 47t CD20 b P, FH fisd
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WREEE VORI TR BE S 1, BE S FACS 20#7 .

[0362]  AH A HHIIE . DVSA-CD20 (1) 56 A/IN SRS O 4k HOE 7E A7 A0 A BRI 5
A N PBMC (4038 . S5 PR RIESEIX — A A BB IE M. NRIEST CD20 ARR AN
N B 41385, Bt CD3 2t i J&] 0 58 4 38 BLIX — 3% « /N CD20 (muCD20) #n SCHRHE 4 7E
LAURATAE T AR 175 538 27K P B 40 a3 5

[0363]  F4# HuFR L/

[0364]  AMIZREE BT 2 30, NHATHE 2, A EFEE. PRAEHTEA/DK
CD2R [{] CD20 HFEL (K] TCF (ICF JEA) W 1 Ak 2), i 1 ;miEmtnd

[0365]

HHE ID ICF1 ICF2 ICF3 ICF4
BD20332 GL7 GLZ2_3 GL7 GL1
BD20333 GL7 GLZ2_3 GL8 GL1
BD20335 GL7 GL5 GL1 GL1
BD20336 GL7 GLZ2_3 GL1 GL1
BD20337 GL7 GL4 GL7 GL1
BD20338 GL6 GL5 GL7 GL1
BD20339 GL7 GL5 GL8 GL1
BD20341 GL7 GL4 GLS8 GL1

[0366]  HEHEAI AR [X [ 56 B A% R AN 2 B IR 7 F AR AL T

[0367]  HEFER[ X R TF -

[0368]  >BD20332(SEQ ID NO :99)

[0369]  CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCTTC
[0370]  GGTGAAGGTCTCCTGCAAGGCTTCTGGCTACACATTTACCAGTTACAATA
[0371]  TGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTAGAGTGGGTGGGTGCT
[0372]  ATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGCAG
[0373]  AGTCACCATCTCAGCTGACAAGTCCATCAGCACTGCCTACCTGCAGTGGA
[0374]  GCAGCCTGAAGGCCTCGGACACCGCCATGTATTACTGTGCGAGATCGCAC
[0375]  TACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCT
[0376]  GGTCACCGTCTCCTCC

[0377]  >BD20333(SEQ ID NO :108)

[0378]  CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCTTC
[0379]  GGTGAAGGTCTCCTGCAAGGCTTCTGGCTACACATTTACCAGTTACAATA
[0380]  TGCACTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTTGGTGCT
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[0381]
[0382]
[0383]
[0384]
[0385]
[0386]
[0387]
[0388]
[0389]
[0390]
[0391]
[0392]
[0393]
[0394]
[0395]
[0396]
[0397]
[0398]
[0399]
[0400]
[0401]
[0402]
[0403]
[0404]
[0405]
[0406]
[0407]
[0408]
[0409]
[0410]
[0411]
[0412]
[0413]
[0414]
[0415]
[0416]
[0417]
[0418]
[0419]

ATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGCAG
AGTCACGATTACCGCGGACAAATCCACGAGCACAGCCTACATGGAGCTGA
GCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGATCGCAC
TACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCT
GGTCACCGTCTCCTCC

>BD20335 (SEQ ID NO :124)
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCTTC
GGTGAAGGTCTCCTGCAAGGCTTCTGGCTACACATTTACCAGTTACAATA
TGCACTGGGTGCGACAGGCTCCTGGAAAAGGGCTTGAGTGGATGGGTGCT
ATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGCAG
ATTCACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCAAATGA
ACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGATCGCAC
TACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCT
GGTCACCGTCTCCTCC

>BD20336 (SEQ 1D NO :130)
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCTTC
GGTGAAGGTCTCCTGCAAGGCTTCTGGCTACACATTTACCAGTTACAATA
TGCACTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTTGGTGCT
ATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGCAG
ATTCACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGCAAATGA
ACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGATCGCAC
TACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCT
GGTCACCGTCTCCTCC

>BD20337 (SEQ 1D NO :131)
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCTTC
GGTGAAGGTCTCCTGCAAGGCTTCTGGCTACACATTTACCAGTTACAATA
TGCACTGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGTGCT
ATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGCAG
AGTCACCATCTCAGCTGACAAGTCCATCAGCACTGCCTACCTGCAGTGGA
GCAGCCTGAAGGCCTCGGACACCGCCATGTATTACTGTGCGAGATCGCAC
TACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCT
GGTCACCGTCTCCTCC

>BD20338 (SEQ 1D NO :132)
GAGGTGCAGCTGGTGCAGTCTGGGGCAGAGGTGAAAAAGCCCGGGGAGTC
TCTGAAGATCTCCTGTAAGGGTTCTGGCTACACATTTACCAGTTACAATA
TGCACTGGGTGCGACAGGCTCCTGGAAAAGGGCTTGAGTGGATGGGTGCT
ATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGCAG
AGTCACCATCTCAGCTGACAAGTCCATCAGCACTGCCTACCTGCAGTGGA
GCAGCCTGAAGGCCTCGGACACCGCCATGTATTACTGTGCGAGATCGCAC
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[0420]
[0421]
[0422]
[0423]
[0424]
[0425]
[0426]
[0427]
[0428]
[0429]
[0430]
[0431]
[0432]
[0433]
[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]

TACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCT
GGTCACCGTCTCCTCC

>BD20339 (SEQ 1D NO :136)
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCTTC
GGTGAAGGTCTCCTGCAAGGCTTCTGGCTACACATTTACCAGTTACAATA
TGCACTGGGTGCGACAGGCTCCTGGAAAAGGGCTTGAGTGGATGGGTGCT
ATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGCAG
AGTCACGATTACCGCGGACAAATCCACGAGCACAGCCTACATGGAGCTGA
GCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGATCGCAC
TACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCT
GGTCACCGTCTCCTCC

>BD20341 (SEQ ID NO :137)
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCTTC
GGTGAAGGTCTCCTGCAAGGCTTCTGGCTACACATTTACCAGTTACAATA
TGCACTGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGTGCT
ATTTATCCAGGAAATGGTGATACTTCCTACAATCAGAAGTTCAAAGGCAG
AGTCACGATTACCGCGGACAAATCCACGAGCACAGCCTACATGGAGCTGA
GCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGATCGCAC
TACGGTAGTAACTACGTAGACTACTTTGACTACTGGGGCCAGGGCACCCT
GGTCACCGTCTCCTCC

HEEA AR X IR T 5]

>BD20332 (SEQ ID NO :138)
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGKGLEWVGA
IYPGNGDTSYNQKFKGRVTISADKSTSTAYLQWSSLKASDTAMYYCARSH
YGSNYVDYFDYWGQGTLVTVSS

>BD20333 (SEQ ID NO :142)
QVQLVQSGAEVKKPGASVKVSCKASGY TFTSYNMHWVRQAPGKGLEWVGA
TYPGNGDTSYNQKFKGRVTITADKSTSTAYMELSSLRSEDTAVYYCARSH
YGSNYVDYFDYWGQGTLVTVSS

>BD20335 (SEQ ID NO :143)
QVQLVQSGAEVKKPGASVKVSCKASGY TFTSYNMHWVRQAPGKGLEWMGA
TYPGNGDTSYNQKFKGREFTISRDNAKNSLYLQMNSLRAEDTAVYYCARSH
YGSNYVDYFDYWGQGTLVTVSS

>BD20336 (SEQ ID NO :144)
QVQLVQSGAEVKKPGASVKVSCKASGY TFTSYNMHWVRQAPGKGLEWVGA
TYPGNGDTSYNQKFKGRET I SRDNAKNSLYLQMNSLRAEDTAVYYCARSH
YGSNYVDYFDYWGQGTLVTVSS

>BD20337 (SEQ ID NO :148)
QVQLVQSGAEVKKPGASVKVSCKASGY TFTSYNMHWVRQAPGQGLEWMGA
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[0459]
[0460]
[0461]
[0462]
[0463]
[0464]
[0465]
[0466]
[0467]
[0468]
[0469]
[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]
[0479]
GCCCTG
[0480]
GGCGTG
[0481]
AGCAGC
[0482]
GAGCCC
[0483]
TTCCTC
[0484]
GTGAGC
[0485]
CCGCGG
[0486]
GGCAAG
[0487]
GGGCAG
[0488]

IYPGNGDTSYNQKFKGRVTISADKSTSTAYLQWSSLKASDTAMYYCARSH
YGSNYVDYFDYWGQGTLVTVSS

>BD20338 (SEQ ID NO :149)
EVQLVQSGAEVKKPGESLK I SCKGSGYTFTSYNMHWVRQAPGKGLEWMGA
TYPGNGDTSYNQKFKGRVTISADKSTSTAYLQWSSLKASDTAMYYCARSH
YGSNYVDYFDYWGQGTLVTVSS

>BD20339 (SEQ ID NO :150)
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGKGLEWMGA
TYPGNGDTSYNQKFKGRVTITADKSTSTAYMELSSLRSEDTAVYYCARSH
YGSNYVDYFDYWGQGTLVTVSS

>BD20341 (SEQ 1D NO :154)

QVQLVQSGAEVKKPGASVKVSCKASGY TFTSYNMHWVRQAPGQGLEWMGA
LYPGNGDTSYNQKFKGRVTITADKSTSTAYMELSSLRSEDTAVYYCARSH
YGSNYVDYFDYWGQGTLVTVSS

HEFMHRKE S P IHEEX T

>HC /5*5 (SEQ ID NO :155)
ATGGAGTTTGGGCTGAGCTGGCTTTTTCTTGTGGCTATTTTAAAAGGTGTCCAGTGT
>HC /5*5 (SEQ ID NO :156)

MEFGLSWLFLVAILKGVQC

>>HC fH5E (SEQ 1D NO :160)
GCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCG

GGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGC

CACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCC

TTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTT

AAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTC

TTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGAC

CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAG

GAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAAT

GAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAA

CCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTG
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ACCTGC
[0489]  CTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAAC
TACAAG

[0490]  ACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGC
AGGTGG

[0491]  CAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGC
CTCTCC

[0492]  CTGTCTCCGGGTAAATGA

[0493]  >HCfHYE (SEQ ID NO:161)

[0494]  ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSS

[0495]  LGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLEPPKPKDTLMISRTPEVTC
VVVDVS

[0496]  HEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTT
SKAKGQ

[0497]  PREPQVYTLPPSRDELTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRW

[0498]  QQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[0499]  FEHESCHFEIR G 8 N AL FREEME & . AR H A T A 1AM BRI/ R
CDR 4 o 48575 Budde o DR ) BURLAE K WA T8 Hh 384 e e it i AL g e b F T AR
T 1gG L5, VA T7E408 ELTSA R AT it . FHANMG ELTSA %5 1) 1) f fE 21 40 26 o L [
WIESW N EAERECFEAS -

[0500]
B24E 1D ICF1 ICF2 ICF3 ICF4
BD22084 VK8 VK7 VK5 VK1
BD22107 VK8 VK8 VK5 VK1
BD22086 VK8 VK4_5 6 VK7 VK1
BD22103 VK8 VK1 2 3 VK7 VK1
BD22088 VK8 VK7 VK2 VK1
BD22108 VK8 VK4_5 6 VK2 VK1
BD22094 VK8 VK4_5_6 VK3 VK1
BD22085 VK7 VK4_5_6 VK1 VK1
BD22109 VK7 VK7 VK5 VK1
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[0501]

[0502]
[0503]
[0504]
[0505]
[0506]
[0507]
[0508]
[0509]
[0510]
[0511]
[0512]
[0513]
[0514]
[0515]

BD22090 VK8 VK8 VK8 VK1
BD22092 VK1_2 VK8 VK7 VK1
BD22100 VK3 VK4_5 6 VK2 VK1
BD22105 VK6 VK8 VK7 VK1
BD22111 VK7 VK1 2 3 VK3 VK1
BD22104 VK4 VK8 VK1 VK1
BD22087 VK6 VK1 2 3 VK3 VK1
BD22096 VK5 VK1_2 3 VK3 VK1
BD22091 VK5 VK7 VK4 VK1
BD22089 VK5 VK7 VK2 VK1
BD22095 VK4 VK7 VK2 VK1
BD22106 VK6 VK4_5_6 VK2 VK1
BD22097 VK6 VK7 VK1 VK1
BD22101 VK5 VK7 VK1 VK1
BD22102 VK4 VK7 VK1 VK1

PRk AR XN e B IR R R IR P B SR LA
e R X R H IR -
>BD22084 (SEQ 1D NO :162)
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCCGGCCTCCATCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGG
GACAGACTTCACTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA
>BD22107 (SEQ 1D NO :166)
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCCGGCCTCCATCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATGCCACA
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[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]
[0546]
[0547]
[0548]
[0549]
[0550]
[0551]
[0552]
[0553]
[0554]

TCCAACCTGGCTTCTGGGATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGG
GACAGACTTCACTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22086 (SEQ 1D NO :167)
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCCGGCCTCCATCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCTGACCGATTCAGTGGCAGCGGGTCTGG
GACAGATTTCACTCTCACCATCAGCAGCCTGCAGGCTGAAGATGTGGCAG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22103 (SEQ ID NO :168)
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCOGGCCTCCATCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCTGACCGATTCAGTGGCAGCGGGTCTGG
GACAGATTTCACTCTCACCATCAGCAGCCTGCAGGCTGAAGATGTGGCAG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22088 (SEQ ID NO :172)
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCCGGCCTCCATCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGAAGTGGATCTGG
GACAGATTTTACTTTCACCATCAGCAGCCTGCAGCCTGAAGATATTGCAA
CATATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22108 (SEQ ID NO :173)
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCOGGCCTCCATCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGAAGTGGATCTGG
GACAGATTTTACTTTCACCATCAGCAGCCTGCAGCCTGAAGATATTGCAA
CATATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22094 (SEQ ID NO :174)
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCCGGCCTCCATCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
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[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]
[0588]
[0589]
[0590]
[0591]
[0592]
[0593]

GGTATCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGG
GACAGAATTCACTCTCACCATCAGCAGCCTGCAGCCTGATGATTTTGCAA
CTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22085 (SEQ 1D NO :177)
GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTCTCTGGGCGA
GAGGGCCACCATCAACTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGCAGTGGATCTGG
GACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAA
CTTACTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22109 (SEQ ID NO :205)
GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTCTCTGGGCGA
GAGGGCCACCATCAACTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGG
GACAGACTTCACTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22090 (SEQ 1D NO :210)
GATATTGTGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA
GCCGGCCTCCATCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCTGACAGGTTCAGTGGCAGTGGATCAGG
CACAGATTTTACACTGAAAATCAGCAGAGTGGAGGCTGAGGATGTTGGGG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22092 (SEQ ID NO :211)
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGA
CAGAGTCACCATCACTTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCTGACCGATTCAGTGGCAGCGGGTCTGG
GACAGATTTCACTCTCACCATCAGCAGCCTGCAGGCTGAAGATGTGGCAG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22100 (SEQ ID NO :212)
GACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCATCTGTAGGAGA
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[0594]
[0595]
[0596]
[0597]
[0598]
[0599]
[0600]
[0601]
[0602]
[0603]
[0604]
[0605]
[0606]
[0607]
[0608]
[0609]
[0610]
[0611]
[0612]
[0613]
[0614]
[0615]
[0616]
[0617]
[0618]
[0619]
[0620]
[0621]
[0622]
[0623]
[0624]
[0625]
[0626]
[0627]
[0628]
[0629]
[0630]
[0631]
[0632]

CAGAGTCACCATCACTTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGAAGTGGATCTGG
GACAGATTTTACTTTCACCATCAGCAGCCTGCAGCCTGAAGATATTGCAA
CATATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22105 (SEQ ID NO :213)
GAAATTGTGTTGACCCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCTGACCGATTCAGTGGCAGCGGGTCTGG
GACAGATTTCACTCTCACCATCAGCAGCCTGCAGGCTGAAGATGTGGCAG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22111 (SEQ ID NO :214)
GACATCGTGATGACCCAGTCTCCAGACTCCCTGGCTGTGTCTCTGGGCGA
GAGGGCCACCATCAACTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGG
GACAGAATTCACTCTCACCATCAGCAGCCTGCAGCCTGATGATTTTGCAA
CTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22104 (SEQ ID NO :215)
GAAATAGTGATGACCCAGTCTCCAGCCACCCTGTCTGTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCTGATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGCAGTGGATCTGG
GACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAA
CTTACTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22087 (SEQ ID NO :216)
GAAATTGTGTTGACCCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGG
GACAGAATTCACTCTCACCATCAGCAGCCTGCAGCCTGATGATTTTGCAA
CTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22096 (SEQ ID NO :217)

54



CN 101675074 B i B B

52/63 HL

[0633]
[0634]
[0635]
[0636]
[0637]
[0638]
[0639]
[0640]
[0641]
[0642]
[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]
[0654]
[0655]
[0656]
[0657]
[0658]
[0659]
[0660]
[0661]
[0662]
[0663]
[0664]
[0665]
[0666]
[0667]
[0668]
[0669]
[0670]
[0671]

GAAATTGTGTTGACCCAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGG
GACAGAATTCACTCTCACCATCAGCAGCCTGCAGCCTGATGATTTTGCAA
CTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22091 (SEQ 1D NO :218)
GAAATTGTGTTGACCCAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGG
GACAGAGTTCACTCTCACCATCAGCAGCCTGCAGTCTGAAGATTTTGCAG
TTTATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22089 (SEQ 1D NO :219)
GAAATTGTGTTGACCCAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGAAGTGGATCTGG
GACAGATTTTACTTTCACCATCAGCAGCCTGCAGCCTGAAGATATTGCAA
CATATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22095 (SEQ 1D NO :220)
GAAATAGTGATGACCCAGTCTCCAGCCACCCTGTCTGTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGAAGTGGATCTGG
GACAGATTTTACTTTCACCATCAGCAGCCTGCAGCCTGAAGATATTGCAA
CATATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22106 (SEQ 1D NO :221)
GAAATTGTGTTGACCCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGAAGTGGATCTGG
GACAGATTTTACTTTCACCATCAGCAGCCTGCAGCCTGAAGATATTGCAA
CATATTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA
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[0672]
[0673]
[0674]
[0675]
[0676]
[0677]
[0678]
[0679]
[0680]
[0681]
[0682]
[0683]
[0684]
[0685]
[0686]
[0687]
[0688]
[0689]
[0690]
[0691]
[0692]
[0693]
[0694]
[0695]
[0696]
[0697]
[0698]
[0699]
[0700]
[0701]
[0702]
[0703]
[0704]
[0705]
[0706]
[0707]
[0708]
[0709]
[0710]

>BD22097 (SEQ 1D NO :222)
GAAATTGTGTTGACCCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGA
AAGAGCCACCCTCTCC TGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGCAGTGGATCTGG
GACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAA
CTTACTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22101 (SEQ ID NO :223)
GAAATTGTGTTGACCCAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGCAGTGGATCTGG
GACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAA
CTTACTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

>BD22102 (SEQ 1D NO :224)
GAAATAGTGATGACCCAGTCTCCAGCCACCCTGTCTGTGTCTCCAGGGGA
AAGAGCCACCCTCTCCTGCAGGGCCAGCTCAAGTTTAAGTTTCATGCACT
GGTATCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTATGCCACA
TCCAACCTGGCTTCTGGGGTCCCATCAAGGTTCAGTGGCAGTGGATCTGG
GACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAA
CTTACTACTGTCATCAGTGGAGTAGTAACCCGCTCACGTTCGGCCAAGGT
ACCAAGGTGGAAATCAAA

FRBET] AR X R IR P A

>BD22084 (SEQ 1D NO :225)
DIVMTQSPLSLPVTPGEPASTSCRASSSLSFMHWYQQKPGQPPKLLIYAT
SNLASGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCHQWSSNPLTFGQG
TKVEIK

>BD22107 (SEQ 1D NO :226)
DIVMTQSPLSLPVTPGEPASTSCRASSSLSFMHWYLQKPGQSPQLLIYAT
SNLASGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCHQWSSNPLTFGQG
TKVEIK

>BD22086 (SEQ 1D NO :227)
DIVMTQSPLSLPVTPGEPASTSCRASSSLSFMHWYQQKPGQAPRLLIYAT
SNLASGVPDRFSGSGSGTDFTLT ISSLQAEDVAVYYCHQWSSNPLTFGQG
TKVEIK

>BD22103 (SEQ ID NO :228)
DIVMTQSPLSLPVTPGEPASTSCRASSSLSFMHWY QQKPGKAPKLLIYAT

56



CN 101675074 B i B B

54/63 L

[0711]
[0712]
[0713]
[0714]
[0715]
[0716]
[0717]
[0718]
[0719]
[0720]
[0721]
[0722]
[0723]
[0724]
[0725]
[0726]
[0727]
[0728]
[0729]
[0730]
[0731]
[0732]
[0733]
[0734]
[0735]
[0736]
[0737]
[0738]
[0739]
[0740]
[0741]
[0742]
[0743]
[0744]
[0745]
[0746]
[0747]
[0748]
[0749]

SNLASGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCHQWSSNPLTFGQG
TKVEIK

>BD22088 (SEQ ID NO :229)
DIVMTQSPLSLPVTPGEPASTSCRASSSLSEMHWYQQKPGQPPKLLIYAT
SNLASGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCHQWSSNPLTFGQG
TKVEIK

>BD22108 (SEQ 1D NO :230)
DIVMTQSPLSLPVTPGEPASTSCRASSSLSEMHWYQQKPGQAPRLLIYAT
SNLASGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCHQWSSNPLTFGQG
TKVEIK

>BD22094 (SEQ ID NO :231)
DIVMTQSPLSLPVTPGEPASTSCRASSSLSEMHWYQQKPGQAPRLLIYAT
SNLASGVP SRFSGSGSGTEFTLTISSLQPDDFATYYCHQWSSNPLTFGQG
TKVEIK

>BD22085 (SEQ ID NO :232)
DIVMTQSPDSLAVSLGERATINCRASSSLSEMHWYQQKPGQAPRLLIYAT
SNLASGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCHQWSSNPLTFGQG
TKVEIK

>BD22109 (SEQ ID NO :233)
DIVMTQSPDSLAVSLGERATINCRASSSLSEMHWYQQKPGQPPKLLIYAT
SNLASGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCHQWSSNPLTFGQG
TKVEIK

>BD22090 (SEQ 1D NO :234)
DIVMTQSPLSLPVTPGEPASTSCRASSSLSEMHWYLQKPGQSPQLLIYAT
SNLASGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCHQWSSNPLTFGQG
TKVEIK

>BD22092 (SEQ ID NO :235)
DIQMTQSPSSLSASVGDRVTITCRASSSLSEMHWYLQKPGQSPQLLIYAT
SNLASGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCHQWSSNPLTFGQG
TKVEIK

>BD22100 (SEQ ID NO :236)
DIQMTQSPSTLSASVGDRVTITCRASSSLSEMHWYQQKPGQAPRLLIYAT
SNLASGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCHQWSSNPLTFGQG
TKVEIK

>BD22105 (SEQ ID NO :237)
EIVLTQSPGTLSLSPGERATLSCRASSSLSFMHWYLQKPGQSPQLLIYAT
SNLASGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCHQWSSNPLTFGQG
TKVEIK

>BD22111 (SEQ ID NO :238)
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[0750]
[0751]
[0752]
[0753]
[0754]
[0755]
[0756]
[0757]
[0758]
[0759]
[0760]
[0761]
[0762]
[0763]
[0764]
[0765]
[0766]
[0767]
[0768]
[0769]
[0770]
[0771]
[0772]
[0773]
[0774]
[0775]
[0776]
[0777]
[0778]
[0779]
[0780]
[0781]
[0782]
[0783]
[0784]
[0785]
[0786]
[0787]
[0788]

DIVMTQSPDSLAVSLGERAT INCRASSSLSEMHWYQQKPGKAPKLLIYAT
SNLASGVPSRFSGSGSGTEFTLTISSLQPDDFATYYCHQWSSNPLTFGQG
TKVEIK

>BD22104 (SEQ ID NO :239)
EIVMTQSPATLSVSPGERATLSCRASSSLSEMHWYLQKPGQSPQLLIYAT
SNLASGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCHQWSSNPLTFGQG
TKVETK

>BD22087 (SEQ ID NO :240)
EIVLTQSPGTLSLSPGERATLSCRASSSLSEMHWYQQKPGKAPKLLIYAT
SNLASGVPSRFSGSGSGTEFTLTISSLQPDDFATYYCHQWSSNPLTFGQG
TKVEIK

>BD22096 (SEQ ID NO :241)
EIVLTQSPATLSLSPGERATLSCRASSSLSEMHWYQQKPGKAPKLLIYAT
SNLASGVPSRFSGSGSGTEFTLTISSLQPDDFATYYCHQWSSNPLTFGQG
TKVEIK

>BD22091 (SEQ ID NO :242)
EIVLTQSPATLSLSPGERATLSCRASSSLSFMHWYQQKPGQPPKLLIYAT
SNLASGIPARFSGSGSGTEFTLTISSLQSEDFAVYYCHQWSSNPLTFGQG
TKVEIK

>BD22089 (SEQ ID NO :243)
EIVLTQSPATLSLSPGERATLSCRASSSLSEMHWYQQKPGQPPKLLIYAT
SNLASGVPSRFSGSGSGTDFTFTISSLQPEDTATYYCHQWSSNPLTFGQG
TKVEIK

>BD22095 (SEQ 1D NO :244)
ETVMTQSPATLSVSPGERATLSCRASSSLSEMHWYQQKPGQPPKLLIYAT
SNLASGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCHQWSSNPLTFGQG
TKVEIK

>BD22106 (SEQ ID NO :245)
EIVLTQSPGTLSLSPGERATLSCRASSSLSFMHWYQQKPGQAPRLLIYAT
SNLASGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCHQWSSNPLTFGQG
TKVEIK

>BD22097 (SEQ ID NO :246)
EIVLTQSPGTLSLSPGERATLSCRASSSLSEMHWYQQKPGQPPKLLIYAT
SNLASGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCHQWSSNPLTFGQG
TKVEIK

>BD22101 (SEQ ID NO :247)
EIVLTQSPATLSLSPGERATLSCRASSSLSEMHWYQQKPGQPPKLLIYAT
SNLASGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCHQWSSNPLTFGQG
TKVEIK
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[0789]  >BD22102(SEQ ID NO :248)

[0790]  EIVMTQSPATLSVSPGERATLSCRASSSLSFMHWYQQKPGQPPKLLIYAT

[0791]  SNLASGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCHQWSSNPLTFGQG

[0792]  TKVEIK

[0793]  SREEAHCHIE 5P AMEE X W

[0794] >LC/E*5 (SEQ ID NO :249)

[0795]  ATGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTCCTGCTGCTCTGGCTCCCAGGTGCCAAATGT
[0796] >HC {55 (SEQ ID NO :250)

[0797]  MDMRVPAQLLGLLLLWLPGAKC

[0798]  >LC{HYE (SEQ ID NO :251)

[0799]  CGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCC
TCTGTT

[0800]  GTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAA
TCGGGT

[0801]1  AACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACG
CTGAGC

[0802]  AAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTC
ACAAAG

[0803]  AGCTTCAACAGGGGAGAGTGTTAA

[0804] DLC{HZE (SEQ ID NO :252)

[0805]  RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLS

[0806]  KADYEKHKVYACEVTHQGLSSPVTKSENRGEC

[0807]  IXULLLFiki g BERIABARE: Yt HEK-293 2 iR 40 i , 0 e Fr A5 40 i ks 57 13
[0808]  HuFR CFEffiikss B . F T 54 HubR S8 (1 5 4] il 0 e B = T 26, How
t ok B 1t CD20ELTSA Wl 58 14 2540 1], AIE 5 7E 4 FH WG B% CD20+HEK-293 41 g [ 471 CD20 4 i
ELTSA 14T CD20HUFR 72 F& (¥ ELiEPE . DVSA-CD20 [ ELIE MR~ 1.0, B KTEEZET 1.0
(R PR ) LR AE CDC g HR AT K. 6 T8 & ELISA (FMe bl 2 4. 2(CV 8.8% ), & T4t
CD20 4L ELISA fE ML A2 3.6 (CV 5. 7% ) o HuFR BB ¢ HLIE i it P ik e 1A KSF (4
Ef 1gG ELISA#5E ) H—4L3i CD20 41 ELISA 45 &3 M #f 22 - DVSA-CD20 f bbiE
N 1.0 FFRHE & Vs RS . P T hit (> 80) #H—H 4. M4HM ELTSA
SN B = AR hit 78 CDC U8 FR AT B 43 Ao 1% CD20 40 ELTSA A1 CDC 58 H 1) B
i hit AHECEOR VR 2 40 ELISA hit £REH 15 DVSA-CD20 AHALL ) 4 M B3 P 35 1%, 20 1&] 5
. 5 2Lt CD20 ELTSA (¥ 5 &iHt CD20HUFR SERE I LLIEE (8, £ilsk) 5
CDC P& H ) B e BT 1 (VR il %% ) « 7 T DVSA-CD20 FHPEXTHR (cDVSA) A1)
PEXTHR (TERA 1g6) HIWEME.

[0809]  F:-T-4Hfi ELISA M1 CDC Wl 5E 45 R , 1 i =i HuFR ARARBEATIESE, Jf7E— 4 —
R E P — B i XA ICH) HuFR EEEAREE T -

[0810]
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LCGHC & | 4k HiE

1 BD22084 | BD20332
2 BD22085 | BD20335
3 BD22086 | BD20335
4 BD22088 | BD20337
5 BD22087 | BD20335
6 BD22089 | BD20335
7 BD22090 | BD20337
8 BD22095 | BD20337
9 BD22091 | BD20337
10 BD22108 | BD20337
11 BD22092 | BD20338
12 BD22094 | BD20337
13 BD22096 | BD20337
14 BD22092 | BD20337
15 BD22102 | BD20337
16 BD22097 | BD20335
17 BD22104 | BD20337
18 BD22085 | BD20339
19 BD22107 | BD20339
20 BD22100 | BD20335
21 BD22103 | BD20337
22 BD22105 | BD20337
23% BD22108 | BD20337
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24 BD22101 BD20335
25 BD22106 BD20333
26 BD22108 BD20338
27 BD22109 BD20341
[0811]
28 BD22111 BD20336
29% BD22104 BD20337

[0812]

¥R LCGHC A A% 5 23 B A 5% 5 10 AR HEEH S (BD22108 A1

BD20337) . 4w'5 29 B 5% 5 17 fHFIWESE / BEEdl 5 (BD22104 A1 BD20337) » HAE, 4
Hoig 23 M 29 AR UL E TR R—3.

[0813] i AR A4 L3t HEK-293 B 4i i, FHH/E—2H =40 il sl pr /3 (CRA4b i)
MR 7R HIE T, WE 6 s4rRE I, WL 7 sCDC, DL 8 sADCC, WL 9.

[0814] W&l 6 2dH T E ST, HOIESE— 28 5% =) HuFR hit HA ST B TSHE kA
DVSA-CD20 FE . BHEXTHEE BRI 3 (staurosporine) - ZHEHUAEH DVSA-CD20, Ff]
PEXT R A AR AL FR (A (5 FR T ge () AURAL IR A A P (X537 4L GAH) ATH]
TR TeG BRI (N ) o B 7 220 M 30 E , H B 7R HuFR 470 CD20hit AN AR Ak
N PBMC 4 34%H . DVSA-CD3 s&PH X (55 1 2% ) o« BHPEXS RS BA AZ PR ) R b
A A TN 1eG A FE M. K 8 4% CDC ME M IEIK . —E4i CD20HUFR hit i
F CDC VL BLEA TS F Huifl DVSA-CD20 ( 55 3 Fl 4 4% ) o X — 58 B Xt R (100 %
A2 ) RN TR A TG ZAbFRRZ0M (5F 1 AT 45) .

[0815] &9 32 ADCC I 5E 26 T I, 1 R Il S a9 4 VE4HIT 18 » B it CD20HUFRhi t MEAE )
W12 ADCC E A 1R /RIXEL hit W — L B LTI E A 1 v g/ml IS Hu& M DVSA-CD20
PG T o 3X— I8 P B X B2 5 TE R N TeG (N ) $T CD3 AR CD20+ SE4H L.

[og16] M EEIRH CL R A Fon. ARARHETIT A 1 4 29, 48 3 41 ELTSA i fE45
At ++ RIS T SEIUE. &m 12 MR LLE SRR,

[0817] R A. 7F 2L T2 Mo i) 0 52 20 A B BT CD20 A5 44 A A
[0818]
A A cDC ADCC
T 211 B 5 1
1 - - ++ +
2 + + + ++
3 + + ++ ++
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47" + + ++ ot
5 - ++ ++ ++
6" + ++ ++ ++
7 + + ++ ++
8” + o+ +F ++
9* ++ +F +oF ++
107 ++ + +oF +F
11 ++ + - +
12 - + ++ ++
13 - - ++ e
147 + ot +F ot
157 + + ++ ot
16 - + ++ ++
17" + + o ++
18* ot o + I
19* ++ + + .
20 - + ++ +t
21 ++ + - +
297 ++ ot +eF +
23 ++ + ++ +
24 ++ + ++ +
25 - ++ ++ -
26 - + ++ +
27 + ++ ++ +
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287 ++ ot ++ ++

29 ++ + + +

[0819]  sLjifafsl 4 41 CD3 Fidk
[0820] AR EAFRML T k& 22 KA & A Pidds, HRR e tE 4 & 2 1K CD3, B anfE — 1Sk
&Y, N CD3e FE—NTTIH R, AR B (1) 22 IR a4 B B k& 22 IRBSUR & A Dot A
T B bR e B, Bl e YT (BGE ) BRI T R S R A R AR R R A R DA A
O JIEAI P AR A A 5 v () 28 [ B e 1k o P (R R AR R R A e, DLRORYT (B8 ) B8 e
SN, T EAAEYIPUE 0, 09T (OGS ) SRE R S R 28, DA T R SR
5] G0 ek 2 R BRSO AR S R LRI 10 T R PR B b B PR B 2 AR T e
[0821]  FEH B SEiti iy &, AR WEIPT CD3 Hikal H-Ti6)7 B Fo i & 3 v i ScPE [ R 5
AEFEAEDHE 7 A BOC AN RS A A vh i 28 [ BE i S R P AR BB HE . AR E
SEHETT e, AR BRI B d gl v LA TRYT B B S B, AR AR e Mt TR 45
2%, M= B EDUE £, DL YERFBGE NS 10 T 208 Rps B R i s = A k. 12
WAL CD3 IEAEAR 5 95 ANtz PR 45 W R A AL 2 A A0 AT VR .
[0822]  —HZZE /NPT CD3 FUARA e AL A K IR A 470 CD3 $i4d . FEHUARIY Fe X
AN B B (T299V) VAR RS ZSFIiE M R A A BN FalfEH (BfA
IX— T299V RAFM) Fe XN “Fe null”) . Fe null FIYEFRAM K0T HE o
[0823] il A& 1 kA HLAR FH AR S SZAB M b BT FH B0 128 000 5 1) A T B il & T SRR S
A LIS G 7] A2 [X 228 17 B4 v B 25 N 161 18 X I AL B ik #idk
[0824] &9 ADCC 52 (26 T I, G I sk SE 6] 4 TEAHIT 18 » B =it CD20HUFRhi t MV AE [
HIZ% ADCC EHEHR/RIX e hit W — S HAA SR TIRE N 1w g/ml KIS HUR AT DVSA-CD20
[RIEPE o 3X— 58 I PR B S5 8RN TeG (N ) $it CD3 ARIZ I CD20+ SBAH
[0825] v 43 [ ik A& Pt CD3 H1 44 4% #% 24 DVSA-CD3, @1 [&] 10 AP 11 fr/x. B 10 78
DVSA-CD3 fy%esE ( L3 ) MEsE (JRF) ZRITH. # A mE= CTE CDR. & 11 7
DVSA-CD3 R ERE ( L3 ) Fst (il ) GEEBITH, LA DVSA-CD3 8t () « 3
e S CTFARKREE X o
[0826]  VHTIE
[0827] 7F 40 Mo £F 3¢ F (RPMI-1640 (ATCC Cat. 30-2001)/10 % FBS(Invitrogen
Cat. 10082-147) /0. 05mM 2- #i ik 2. % (Sigma M-7522)) 853 Jurkat T 4H il (ATCC
Cat. TIB-152) 7ELAKZ) 2. 5 X 10 AN I 25 5 B Ji — R AR ARG 97 5 2 KRR - 85 7E 200g
FIRE LA 5 Bl o s I RO AN MU IR e Al R RN EE A TR R R A . Al AL
S5 FH B S By 35 S 4H BB 44 25 4. 0 X 10PN 40 /m1 o ZHBRARJEHEHR T 96 FLAR T (~
501/ L) . AR PECHIPUAIER (100ng/ml, 50ng/ml, 25ng/ml BY 12. 5ng/ml
1g6) #AMABIAHMHAE 37°C 5% CO2 FARME 24 /BT o FRMIFTAE (20ng/ml) &AL IR FE
T S I IR AR . B8 A 1gGl (EMDBiosciences Cat.400120), DVSA-CD3, DVSA-CD3 (Fc
null) {ERXTHEPUAA
[0828]  fdi ] APO-ONE APOPTOSIS ASSAY™(Promega Cat.G7791). iZill%E (K3 A& e T
7 96 FLKE 2 92 e bR ic O VU IR R M i 22 /% (APO-ONE™  HOMOGENEOUSCASPASE-3/7Assay
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Promega Cat.G7790,G7791) . 100 11/ FLIY APO-ONE™7) / JE&Y (100 : 1 %R ) #nA
PRI T AR =R AR 24 /N o 3K — ST T B I S AE B CD3 JiAk b ER S A
25 CD3+T i Jfd caspase W PERITE S o S8 5 28 G A0 5E MR 15 B2 28 A 485nm UK I A A
530nm A KR -

[0829]  #4J4d HuFR 411 CD3 3

[0830] 41 sZ Jiti %1 3 FF ik B 1T HuFR. 1E 5% — % 1, $i 4& L5 (5 kappa &5 £ F
(placeholder) BEAHIR A EHE HuFR SCE ) AN ETUARATE ST T 4005 5 5 MG R
TR I mEE N E P, £ DRI, MEPTIFE LS T 326 4 hit, 52
AN hit BHUESE, FEkFeae R 10 NERE hit. R CHRD SR T EmPESANRE TS (I
K1ERD.

[0831]  FEEE —#&rh, BHIH T S B =y 10 M E 3% Sk JE M AR 5 55 HuFR R85 0%
WA, THIX — 30 PE LA 5 AT 5 61 HE DVSA-CD3 (Fe—nul 1) AH B AR [ (85 e 3 i 1 5 11 A
o AE—SEE T, MATIRIRIE 3RS 268 > hit, 37 4> hit #EIESE, f ) 10 MEIEFE. 9
AN v B AR I D R G FEAE IR SEI i A (3R B) o fEdm i EFEAV R EE TR H I TCF
ET&RCHID,

[0832] 3 B. £ i CD3HuFR ik vh () & 4 fn i

[0833]
HuFR $ifh | E4E 1D 55 ID
1 BD20610 BD21130
2 BD20613 BD21131
3 BD20611 BD21132
4 BD20611 BD21133
5 BD20611 BD21134
6 BD20611 BD21135
7 BD20611 BD21136
8 BD20611 BD21137
9 BD20613 BD21138

[0834] K C. fEPT CD3 [ H i HAE HF A A ICF
[0835]

HEE 1D ICF1 ICF2 ICF3 ICF4

BD20610 GL_7a GL 5 GL_4 GL1
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BD20611 GL_7a GL_5 GL_b5 GL1

BD20613 GL_3 GLZ2_3 GL_3 GL1

[0836] 3R D. fEHT CD3 [ =1 kappa F8E HH A I 1CF

[0837]
24k 1D ICF1 ICF2 ICF3 ICF4
BD21130 VK1 2 VK7 VK8 VK1
BD21131 VK3 VK4 5 6 | VK8 VK1
BD21132 VK5 VK1 2 3 | VK3 VK1
BD21133 VK8 VK7 VK3 VK1
BD21134 VK4 VK7 VK3 VK1
BD21135 VK4 VK4 5 6 | VK7 VK1
BD21136 VK3 VK1 2 3 | VK6 VK1
BD21137 VK3 VK7 VK2 VK1
BD21138 VK3 VK1 2 3 | VK8 VK1

[o838] & 12 4l f & 9 Bt CD3hit [ H BRI FRREXT L o

[0839]  HuFR SC/E ikt

[0840]  Ei=i ) 9 A CD3 HUAARAR {4 B Bk FH 42 Bl M e 38 i i3k HEK-293 B 77 At v, Ik
BT AS A M 57 3 98 TovE PE A IR s e o J kA SRR BB A 38 I NSRAS I BT A 9 AR A3
JE R TyE T, 25 DVSA-CD3 (Fe—null) AR4MHIFIBCE L (R E) o BIPET HE 2 AR AL 2 40 e
(Hrds ) MR A 166 (hulgl) .

[0841]  F E. HuFR 14K Apo—One 4 T 5

[0842]
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12.5 ng/ml 25 ng/ml 50 ng/ml  12.5 ng/ml 25 ng/ml 50 ng/ml
HaRE 380 380 384
hulgG 250 259 234
Fc null 494 729 1191 1.0 1.0 1.0
BN 797 1217 1753 1.6 1.7 1.5
Ak 2 854 1435 2156 1.7 2.0 1.8
R4k 3 649 854 1132 1.3 1.2 1.0
ARk 4 1390 2348 3303 2.8 3.2 2.8
WAk S 1163 1663 2165 2.4 23 1.8
K6 1277 2224 3498 2.6 3.1 2.9
] 2268 3477 4744 4.6 4.8 4.0
A% 8 969 1632 2559 2.0 22 2.1
Ak 9 885 1383 2041 1.8 1.9 1.7

[os43]  #AEwE

[0844]  FLWSE T 9 A HuFR ARAA [ #ER 8 TN 52 , DAIRAEBUAR 1) 265 1) 50 B M R A AT ] 2 2
PR 55 o I N A B 56 [ NRAF I 9 AR B A b DVSA-CD3 (Fe—null) Hifdk s
fEREIR T .

[0845] & F. 9 NRKRT R E AN 52 HuFR S0

[og46] AR EHIRML T TG A PRI | 248 9 MikG Z Ik, e EA#AE

HETETE .

[0847]
RS T,('C)
DVSA-CD3 (Fc—null) 59. 6
AR 1 66. 5
AR K 2 70. 5
AR 3 64.7
ALK 4 65. 8
AR 5 67.7

[0848]
2K 6 65. 2
AR T 65. 5
ARAA 8 70.7
ARA 9 63.5

[0849] A Crp 5] I FITAT L R L R HRAR AN SR Y AL
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E21ES
<L1OOMMR 15 B REG A A

<120> JFuth J Il s A ik
<130>564462015840

<{140>Not Yet Assigned
<{141>Concurrently Herewith

<150>US 60/871, 069
<151>2006-12-20

<160>372
{170>FastSEQ for Windows Version 4.0

<210>1

<211>25

C212>PRT

<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>1
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser
20 25

<210>2

<211>25

<212>PRT

<213>Artificial Sequence

<220>
<223>Chemically synthesized
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<400>2
Gln Val Gln Leu
1
Ser Leu Arg Leu
20

<210>3

<211>25
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>3
Gln Val Gln Leu
1
Thr Leu Ser Leu
20

<210>4

<211>25
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>4

Gln Val Thr Leu
1

Thr Leu Thr Leu

20
<210>5
<211>25
<212>PRT
{213>Artificial

Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
5 10 15
Ser Cys Ala Ala Ser
25

Sequence

synthesized

Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
5 10 15
Thr Cys Ala Val Ser
25

Sequence

synthesized

Lys Glu Ser Gly Pro Ala Leu Val Lys Pro Thr Gln
5 10 15
Thr Cys Thr Phe Ser
25

Sequence
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<220>
<223>Chemically
<400>5
GIn Val Gln Leu
1
Thr Leu Ser Leu
20
<210>6
<211>25
<212>PRT
{213>Artificial
<220>
<223>Chemically
<400>6
Glu Val Gln Leu
1
Ser Leu Lys Ile
20
<2107
<211>25
<212>PRT
{213>Artificial
<220>
<223>Chemically
<400>7
Gln Val Gln Leu
1
Ser Val Lys Val
20
<210>8
<211>14

synthesized

Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

5 10 15
Thr Cys Thr Val Ser
25
Sequence
synthesized

Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

5 10 15
Ser Cys Lys Gly Ser
25
Sequence
synthesized

Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
5 10 15
Ser Cys Lys Ala Ser
25
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<212>PRT
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>8
Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser
1 5 10

<210>9

<211>14

<212>PRT

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>9
Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
1 5 10

<210>10

211>14

<212>PRT

<213>Artificial Sequence
<220>

<{223>Chemically synthesized

<400>10
Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10

<210>11

<211>14

<212>PRT

<213>Artificial Sequence

220>
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<223>Chemically synthesized

<400>11
Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met Gly
1 5 10

<210>12
211>14
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>12
Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile Gly
1 5 10

<210>13

<211>32

<212>PRT

{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>13
Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln
1 5 10 15
Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210>14
<211>32
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized
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<400>14
Arg Phe Thr Ile
1
Met Asn Ser Leu
20

<210>15

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>15
Arg Phe Thr Ile
1

Met Asn Ser Leu
20

<210>16

<211>32

{212>PRT

213>Artificial

<220>
<223>Chemically

<400>16

Arg Val Thr Ile
1

Leu Ser Ser Val

20
<210>17
<211>32
<212>PRT
{213>Artificial

Ser Arg Asp Asn Ser Lys Asn Thr Leu His Leu Gln
5 10 15
Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Lys Arg
25 30

Sequence

synthesized

Ser Arg Asp Asp Ser Lys Asn Thr Ala Tyr Leu Gln

5 10 15

Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys Thr Arg
25 30

Sequence

synthesized

Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu Lys
5 10 15
Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
25 30

Sequence
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<220>
<223>Chemically

<400>17
Arg Leu Thr Ile
1
Met Thr Asn Met
20

<210>18

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>18
Arg Phe Val Phe
1
Met Ser Ser Leu
20

<210>19

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>19
Arg Val Thr Ile
1
Trp Ser Ser Leu
20

<210>20
<211>32

synthesized

Ser Lys Asp Thr Ser Lys Asn Gln Val Val Leu Thr
5 10 15
Asp Pro Val Asp Thr Ala Thr Tyr Tyr Cys Ala Arg
25 30

Sequence

synthesized

Ser Leu Asp Thr Ser Val Ser Thr Ala Tyr Leu Gln

5 10 15

Lys Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
25 30

Sequence

synthesized

Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr Leu Gln
5 10 15
Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg
25 30
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<212>PRT
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>20

Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

20 25 30

<210>21

211>12

<212>PRT

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>21
Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
1 5 10

<210>22

<211>75

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>22
gaagtgcage tggtggagte tgggggagge ttggtacage ctggegggte cctgagacte 60
tcctgtgeag cctet 75

<210>23

211>75

<212>DNA

<213>Artificial Sequence
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<220>
<223>Chemically synthesized

<400>23
caggtgcage tggtggagtc tgggggaggce gtggtccage ctgggaggtc cctgagactce 60
tcetgtgecag cctet 75

<210>24

<211>75

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>24
caggtgcage tgcaggagtc gggcccagga ctggtgaage cttcecggagac cctgtecete 60
acctgecgetg tectet 75

<210>25
211>75
<212>DNA
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>25
caggtcacct tgaaggagtc tggtcctgeg ctggtgaaac ccacacagac cctcacactg 60
acctgcacct tctct 75

<210>26

211>75

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized
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<400>26
caggtgcage tgcaggagtc gggcccagga ctggtgaage cttcacagac cctgteccte 60
acctgcactg tctcet 75

<210>27

<211>75

<212>DNA

{213>Artificial Sequence
<220>

<223>Chemically synthesized

<400>27
gaggtgcage tggtgcagte tggagecagag gtgaaaaage ccggggagtce tctgaagatce 60
tcctgtaagg gttet 75

<210>28

211>75

<212>DNA

<213>Artificial Sequence

<2207
<223>Chemically synthesized

<400>28
caggtgcage tggtgcagte tggggctgag gtgaagaage ctggggette ggtgaaggte 60
tcctgecaagg cttet 75

<210>29

<211>42

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>29
tgggtccgee aggetccagg gaaggggetg gagtgggtet ca 42
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<210>30
<211>42
<212>DNA
{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>30
tgggtccgee aggetccagg caaggggeta gagtgggtgg ca 42

<210>31

<211>42

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>31
tgggtccgee aggetccagg gaaggggetg gagtgggttg ge 42

<210>32
211>42
<212>DNA
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>32
tgggtgcgac aggceccccetgg acaagggett gagtggatgg ga 42

<210>33

<211>42

<212>DNA

<213>Artificial Sequence

220>
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<223>Chemically synthesized

<400>33
tgggtgcgac aggcetcctgg aaaagggett gagtggatgg ga 42

<210>34

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>34
cgattcacca tctccagaga caacgccaag aactcactgt atctgcaaat gaacagcctg 60

agagccgagg acacggetgt gtattactgt gcgaga 96

<210>35

<211>96

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>35
cgattcacca tctccagaga caacagcaaa aactccctgt atctgcaaat gaacagtctg 60

agaactgagg acaccgcctt gtattactgt gcaaga 96

<210>36

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>36

aggttcacca tctccagaga tgattcaaag aacacggcecgt atctgcaaat gaacagcctg 60

78



CN 101675074 B }?’l— ﬁlj %‘_C 13/165 5T

aaaaccgagg acacggceccgt gtattactgt actaga 96

<210>37
<211>96
<212>DNA
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>37
cgagttacca tatcagtaga cacgtctaag aaccagttct ccctgaaget gagetctgtg 60
actgccgegg acacggeegt gtattactgt gecgaga 96

<210>38

<211>96

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>38
aggctcacca tctccaagga cacctccaaa aaccaggtgg tccttacaat gaccaacatg 60

gaccctgtgg acacagccac gtattactgt gcacgg 96

<210>39

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>39
cgatttgtct tctcecctega cacgtcectgte agecacggegt atcttcagat gtctagecta 60
aaggctgagg acacggcecegt ctattactgt gcgega 96
<210>40
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<211>96
<212>DNA
<213>Artificial Sequence

220>

<223>Chemically synthesized

<400>40

cgegtcacca tctcagetga caagtccatce agecactgect acctgecagtg gagcagectg 60
aaggcctcgg acaccgecat gtattactgt gcecgaga 96

<210>41

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>41
agagtcacga ttaccgcgga caaatccacg agcacagcct acatggaget gagcagectg 60

agatctgagg acacggccgt gtattactgt gcgaga 96

<210>42
<211>36
<212>DNA
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>42

gtcaccgtct ccteccgecte caccaaggge ccatceg 36

<210>43
<211>23
<212>PRT
<213>Artificial Sequence

220>
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<223>Chemically

<400>43

Asp Ile Gln Met

1

Asp Arg Val Thr

<210>44
<211>23
<212>PRT

{213>Artificial

220>

<223>Chemically

<400>44

Asp Ile Gln Met

1

Asp Arg Val Thr

<210>45
<211>23
<212>PRT

{213>Artificial

220>

<223>Chemically

<400>45

Glu Ile Val Met

1

Glu Arg Ala Thr

<210>46
<211>23
<212>PRT

20

20

20

synthesized

Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
5 10 15
Ile Thr Cys

Sequence

synthesized

Thr Gln Ser Pro Ser Thr Leu Ser Ala Ser Val Gly
5 10 15
Ile Thr Cys

Sequence

synthesized

Thr Gln Ser Pro Ala Thr Leu Ser Val Ser Pro Gly
5 10 15
Leu Ser Cys
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{213>Artificial

<220>

<223>Chemically

<400>46

Glu Ile Val Leu

1

Glu Arg Ala Thr

<210>47
<211>23
<212>PRT

{213>Artificial

<220>

<223>Chemically

<400>47

Glu Ile Val Leu

1

Glu Arg Ala Thr

<210>48
<211>23
<212>PRT

{213>Artificial

220>

<223>Chemically

<400>48

Asp Ile Val Met

1

Glu Arg Ala Thr

<210>49

20

20

20

Sequence

synthesized

Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
5 10 15
Leu Ser Cys

Sequence

synthesized

Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
5 10 15
Leu Ser Cys

Sequence

synthesized

Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
5 10 15
Ile Asn Cys
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<211>23
<212>PRT
213>Artificial

<220>
<223>Chemically

<400>49
Asp Ile Val Met
1
Glu Pro Ala Ser
20

<210>50

<211>22
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>50
Gln Ser Val Leu
1
Lys Val Thr Ile
20

<210>51

<211>22
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>51

Gln Ser Val Leu
1

Arg Val Thr Ile

Sequence

synthesized

Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
5 10 15
Ile Ser Cys

Sequence

synthesized

Thr Gln Pro Pro Ser Val Ser Ala Ala Pro Gly Gln
5 10 15
Ser Cys

Sequence

synthesized

Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
5 10 15
Ser Cys
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20

<210>52

<211>22
<2125PRT
{213>Artificial

<220>
<223>Chemically

<400>52
Gln Ser Ala Leu
1
Ser Ile Thr Ile
20

<210>53

<211>22
<212>PRT
{213>Artificial

220>
<223>Chemically

<400>53
Gln Ser Ala Leu
1
Ser Val Thr Ile
20

<210>54

<211>22
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>54

Sequence

synthesized

Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln
5 10 15
Ser Cys

Sequence

synthesized

Thr Gln Pro Arg Ser Val Ser Gly Ser Pro Gly Gln
5 10 15
Ser Cys

Sequence

synthesized
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Ser Tyr Val Leu

1
Thr Ala Arg Ile
20

<210>55

<211>22
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>55
Ser Ser Glu Leu
1
Thr Val Arg Ile
20

<210>56

<211>22
<212>PRT
{213>Artificial

<220>

<223>Chemically

<400>56

Ser Tyr Glu Leu
1

Thr Ala Ser Ile

20
<210>57
<211>22
<212>PRT
{213>Artificial
<220>
<223>Chemically

Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly Lys
5 10 15
Thr Cys

Sequence

synthesized

Thr Gln Asp Pro Ala Val Ser Val Ala Leu Gly Gln
5 10 15
Thr Cys

Sequence

synthesized
Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln

5 10 15
Thr Cys

Sequence

synthesized
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<400>57
Gln Leu Val Leu Thr Gln Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala
1 5 10 15
Ser Val Lys Leu Thr Cys
20

<210>58
<211>156
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>58
Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
1 5 10 15

<210>59
211>15
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>59
Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
1 5 10 15

<210>60
<211>156
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized
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<400>60
Trp Tyr Gln Gln
1

<210>61

211515
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>61
Trp Tyr Leu Gln
1

<210>62

<211>15
<212>PRT
{213>Artificial

220>
<223>Chemically

<400>62
Trp Tyr Gln Gln
1

<210>63

<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>63
Trp Tyr Gln Gln
1

Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr

5 10 15

Sequence

synthesized

Lys Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr

5 10 15

Sequence

synthesized

Leu Pro Gly Thr Ala Pro Lys Leu Leu Ile Tyr

5 10 15

Sequence

synthesized

His Pro Gly Lys Ala Pro Lys Leu Met Ile Tyr
5 10 15
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<210>64

<211>15
<2125PRT
{213>Artificial

<220>
<223>Chemically

<400>64
Trp Tyr Gln Gln
1

<210>65

<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>65
Trp Tyr Gln Gln
1

<210>66

<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>66
Trp His Gln Gln
1

<210>67
<211>32

Sequence

synthesized

Lys Pro Gly Gln Ala Pro Val Leu Val Ile Tyr

5 10 15

Sequence

synthesized

Lys Pro Gly Gln Ser Pro Val Leu Val Ile Tyr

5 10 15

Sequence

synthesized

Gln Pro Glu Lys Gly Pro Arg Tyr Leu Met Tyr
5 10 15
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<212>PRT
{213>Artificial

220>
<223>Chemically

<400>67
Gly Val Pro Ser
1
Leu Thr Ile Ser
20

<210>68

<211>32
<212>PRT
213>Artificial

<220>
<223>Chemically

<400>68
Gly Val Pro Ser
1
Phe Thr Tle Ser
20

<210>69

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>69
Gly Val Pro Ser
1
Leu Thr Ile Ser
20

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

5 10 15

Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
5 10 15
Ser Leu Gln Pro Glu Asp Ile Ala Thr Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr
5 10 15
Ser Leu Gln Pro Asp Asp Phe Ala Thr Tyr Tyr Cys
25 30

89



CN 101675074 B

ool =x

24/165 7L

<210>70

<211>32
<212>PRT
{213>Artificial

220>
<223>Chemically

<400>70
Gly Ile Pro Ala
1
Leu Thr Ile Ser
20

<210>71

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>71
Gly Ile Pro Ala
1
Leu Thr Ile Ser
20

<210>72

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>72
Gly Ile Pro Asp
1

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr
5 10 15
Ser Leu Gln Ser Glu Asp Phe Ala Val Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
5 10 15
Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
5 10 15

90



CN 101675074 B

ool =x

25/165 L

Leu Thr Ile Ser
20

<210>73

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>73
Gly Val Pro Asp
1
Leu Thr Ile Ser
20

<210>74

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>74

Gly Val Pro Asp
1

Leu Lys Ile Ser

20
<210>75
<211>32
<212>PRT
{213>Artificial
<220>
<223>Chemically

Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys

25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

5 10 15

Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

5 10 15
Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys
25 30
Sequence
synthesized
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<400>75
Gly Ile Pro Asp
1
Leu Gly Ile Thr
20

<210>76

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>76
Gly Val Pro Asp
1
Leu Ala Ile Ser
20

<210>77

<211>32
<2125PRT
{213>Artificial

<220>
<223>Chemically

<400>77

Gly Val Ser Asn
1

Leu Thr Ile Ser

20
<210>78
<211>32
<212>PRT
{213>Artificial
220>

Arg Phe Ser Gly Ser Lvs Ser Gly Thr Ser Ala Thr
5 10 15
Gly Leu Gln Thr Gly Asp Glu Ala Asp Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Lvs Ser Gly Thr Ser Ala Ser
5 10 15
Gly Leu Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser
5 10 15
Gly Leu Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys
25 30

Sequence
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<223>Chemically

<400>78
Gly Val Pro Asp
1

Leu Thr Ile Ser

<210>79

<211>32

<212>PRT

{213>Artificial

<220>

<223>Chemically

<400>79

Gly Ile Pro Glu
1

Leu Thr Ile Ser

20

<210>80

<211>32

<212>PRT

{213>Artificial

<220>

<223>Chemically

<400>80

Gly Ile Pro Asp
1

Leu Thr Ile Thr

20

<210>81

<211>32

<212>PRT

synthesized

Arg Phe Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser

5 10 15
Gly Leu Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys
20 25 30
Sequence
synthesized

Arg Phe Ser Gly Ser Asn Ser Gly Asn Thr Ala Thr

5 10 15
Arg Val Glu Ala Gly Asp Glu Ala Asp Tyr Tyr Cys
25 30
Sequence
synthesized

Arg Phe Ser Gly Ser Ser Ser Gly Asn Thr Ala Ser
5 10 15
Gly Ala Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys
25 30
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{213>Artificial

<2207
<223>Chemically

<400>81
Gly Ile Pro Glu
1
Leu Thr Ile Ser
20

<210>82

<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>82
Gly Ile Pro Asp
1
Leu Thr Ile Ser
20

<210>83

<211>21
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>83
Phe Gly Gln Gly
1
Val Glu Ile Lys
20

Sequence

synthesized

Arg Phe Ser Gly Ser Asn Ser Gly Asn Thr Ala Thr

5 10 15
Gly Thr Gln Ala Met Asp Glu Ala Asp Tyr Tyr Cys
25 30
Sequence
synthesized

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr

5 10 15

Ser Leu Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys
25 30

Sequence

synthesized

Thr Lys Val Glu Ile Lys Phe Gly Gln Gly Thr Lys
5 10 15
Arg
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<210>84
<211>10
C212>PRT
{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>84
Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
1 5 10

<210>85

<211>69

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>85
gacatccaga tgacccagtc tccatcctce ctgtctgeat ctgtaggaga cagagtcacc 60
atcacttgce 69

<210>86

<211>69

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>86
gacatccaga tgacccagtc tccttccacce ctgtctgeat ctgtaggaga cagagtcacce 60
atcacttge 69

<210>87
<211>69
<212>DNA
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<213>Artificial Sequence

<2207
<223>Chemically synthesized

<400>87
gaaatagtga tgacgcagtc tccagccacc ctgtctgtgt ctccagggga aagagecace 60
ctcteetge 69

<210>88

<211>69

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>88
gaaattgtgt tgacacagtc tccagccacc ctgtctttgt ctccagggga aagagccacce 60
ctcteetge 09

<210>89
<211>69
<212>DNA
<213>Artificial Sequence

220>

<{223>Chemically synthesized

<400>89

gaaattgtgt tgacgcagtc tccaggcacc ctgtcetttgt ctccagggga aagageccace 60
ctcteetge 69

<210>90

<211>69

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized
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<400>90
gacatcgtga tgacccagtc tccagactcc ctggetgtgt ctetgggega gagggecace 60
atcaactgc 69

<210>91

<211>69

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>91
gatattgtga tgacccagtc tccactctcc ctgeccgtea ccectggaga gecggectee 60
atctcctge 69

<210>92

<211>66

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>92
cagtctgtgt tgacgcagee gecctcagtg tctgeggeee caggacagaa ggtcaccate 60
tcetge 66

<210>93

<211>66

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>93
cagtctgtge tgactcagec accctcageg tctgggacce ccgggeagag ggtcaccate 60
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tcttgt 06

<210>94
<211>66
<212>DNA
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>94
cagtctgece tgactcagee tgecteegtg tetgggtete ctggacagte gatcaccate 60
tcetge 66

<210>95

<211>66

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>95

cagtctgece tgactcagece tcgetcagtg tcegggtete ctggacagte agtcaccate 60
tcetge 66
<210>96

<211>66

<212>DNA

{213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>96
tcctatgtge tgactcagee accctcagtg tcagtggece caggaaagac ggecaggatt 60
acctgt 066
<210>97
<211>66
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<212>DNA
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>97
tcttctgage tgactcagga ccctgetgte tetgtggeet tgggacagac agtcaggate 60
acatgc 66

<210>98

<211>66

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>98
tcctatgage tgactcagee accctcagtg tcecgtgtece caggacagac agcecagecatce 60

acctge 06

<210>99
<211>366
<212>DNA
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>99

caggtgcage tggtgcagte tggggetgag gtgaagaage ctggggette ggtgaaggte 60
tcctgecaagg cttectggeta cacatttace agttacaata tgcactgggt ccgecagget 120
ccaggcaagg ggctagagtg ggtggetget atttatccag gaaatggtga tacttcctac 180
aatcagaagt tcaaaggcag agtcaccatc tcagctgaca agtccatcag cactgcctac 240
ctgcagtgga gcagcctgaa ggectcggac accgecatgt attactgtge gagatcgeac 300
tacggtagta actacgtaga ctactttgac tactggggcc agggcaccct ggtcaccgte 360
teetee 366
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<210>100
<211>45
<212>DNA
{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>100
tggtatcagec agaaaccagg gaaagcccct aagcectcctga tetat 45

<210>101

<211>45

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>101
tggtaccagc agaaacctgg ccaggctccece aggetcectea tetat 45

<210>102
<211>45
<212>DNA
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>102

tggtaccagc agaaaccagg acagcctcct aagectgetca tttac 45

<210>103

<211>45

<212>DNA

<213>Artificial Sequence

220>
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<223>Chemically synthesized

<400>103
tggtatctge agaagccagg gcagtctcca cagetcctga tcectat 45

<210>104

<211>45

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>104

tggtaccagce agctcccagg aacagceccccec aaactcectceca tetat 45

<210>105

<211>45

<212>DNA

<213>Artificial Sequence

<2207
<223>Chemically synthesized

<400>105

tggtaccaac agcacccagg caaagccccc aaactcatga tttat 45

<210>106

<211>45

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>106
tggtaccagc agaagccagg ccaggeccecet gtgetggteca tetat 45

<210>107
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<211>45
<212>DNA
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>107
tggtatcage agaagccagg ccagtcccecct gtgetggtca tectat 45

<210>108
<211>366
<212>DNA
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>108

caggtgcage tggtgcagtc tggggctgag gtgaagaage ctggggette ggtgaaggte 60
tcctgecaagg cttetggeta cacatttacc agttacaata tgcactgggt ccgecagget 120
ccagggaagg ggctggagtg ggttggtget atttatccag gaaatggtga tacttcctac 180
aatcagaagt tcaaaggcag agtcacgatt accgcggaca aatccacgag cacagcctac 240
atggagctga gcagcctgag atctgaggac acggecgtgt attactgtge gagatcgecac 300
tacggtagta actacgtaga ctactttgac tactggggec agggcaccet ggtcaccgte 360
tectee 366

<210>109

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>109

ggggtcccat caaggttcag tggcagtgga tctgggacag atttcactcet caccatcage 60
agtctgcaac ctgaagattt tgcaacttac tactgt 96
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<210>110
<211>96
<212>DNA
{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>110
ggggtcccat caaggttcag tggaagtgga tctgggacag attttacttt caccatcage 60
agcctgecage ctgaagatat tgcaacatat tactgt 96

<210>111

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>111
ggggtcccat caaggttcag cggecagtgga tctgggacag aattcactct caccatcage 60
agcctgecage ctgatgattt tgcaacttat tactge 96

<210>112

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>112
ggcatcccag ccaggttcag tggcagtgge tctgggacag agttcactet caccatcage 60
agcctgeagt ctgaagattt tgcagtttat tactgt 96

<210>113
<211>96
<212>DNA
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<213>Artificial Sequence

<2207
<223>Chemically synthesized

<400>113
ggcatcccag ccaggttcag tggcagtgge tctgggacag acttcactet caccatcage 60
agcctagage ctgaagattt tgcagtttat tactgt 96

<210>114

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>114
ggcatcccag acaggttcag tggcagtgge tctgggacag acttcactcet caccatcage 60
agactggagc ctgaagattt tgcagtgtat tactgt 96

<210>115
<211>96
<212>DNA
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>115
ggggtcecctg accgattcag tggecagegge tctgggacag atttcactet caccatcage 60
agcctgecagg ctgaagatgt ggcagtttat tactgt 96

<210>116

<211>96

<212>DNA

<213>Artificial Sequence

220>
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<223>Chemically synthesized

<400>116
ggggtcecectg acaggttcag tggecagtgga tcaggecacag attttacact gaaaatcage 60
agagtggagg ctgaggatgt tggggtttat tactgt 96

<210>117

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>117
gggattcctg accgattcte tggetccaag tctggeacgt cagecaccet gggeatcace 60
ggactccaga ctggggacga ggccgattat tactge 96

<210>118
<211>96
<212>DNA
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>118
ggggtcectg accgattcete tggetccaag tctggeacet cagectceet ggecatcagt 60
gggctccagt ctgaggatga ggctgattat tactgt 96

<210>119

<211>96

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>119
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ggggtttcta atcgettcete tggetccaag tctggecaaca cggectecet gaccatctet 60
gggctccagg ctgaggacga ggctgattat tactge 96

<210>120
<211>96
<212>DNA
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>120
ggggtcectg atcgettete tggetccaag tctggeaaca cggectecet gaccatctet 60
gggctccagg ctgaggatga ggctgattat tactge 96

<210>121

<211>96

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>121
gggatccctg agegattcte tggetccaac tctgggaaca cggecaccet gaccatcage 60
agggtcgaag ccggggatga ggceccgactat tactgt 96

<210>122

<211>96

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>122

gggatcccag accgattctce tggctccage tcaggaaaca cagecttcctt gaccatcact 60
ggggctcagg cggaagatga ggctgactat tactgt 96
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<210>123
<211>96
<212>DNA

<213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>123

gggatccctg agegattcte tggetccaac tctgggaaca cagecactcet gaccatcage 60

gggacccagg ctatggatga ggctgactat tactgt

<210>124
<211>366
<212>DNA

{213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>124

caggtgcagce
tcctgcaagg
cctggaaaag
aatcagaagt
ctgcaaatga
tacggtagta

tcetee

<210>125
<211>30
<212>DNA

tggtgcagtce
cttctggcecta
ggcttgagtg
tcaaaggcag
acagcctgag

actacgtaga

tggggctgag
cacatttacc
gatgggtget
attcaccatc
agccgaggac

ctactttgac

{213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>125

ttcggeccaag ggaccaaggt ggaaatcaaa

gtgaagaagc
agttacaata
atttatccag
tccagagaca
acggctgtgt
tactggggce

107

ctggggette
tgcactgggt
gaaatggtga
acgccaagaa
attactgtgce

agggcaccct

ggtgaaggtc
gcgacagget
tacttcctac
ctcactgtat
gagatcgcac

ggtcaccgte

96

60

120
180
240
300
360
366

30
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<210>126
<211>30
<212>DNA
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>126
ttcggeggag ggaccaaget gaccgtcecta 30

<210>127

<211>30

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized
<400>127

ggctacacat ttaccagtta caatatgcac 30

<210>128

<211>51

<212>DNA

<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>128
gctatttatc caggaaatgg tgatacttcc tacaatcaga agttcaaagg c 51

<210>129

211567

<212>DNA

<213>Artificial Sequence

220>
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<223>Chemically synthesized
<400>129
tcgcactacg gtagtaacta cgtagactac tttgactact ggggccaggg caccctg 57
<210>130
<211>366
<212>DNA
<213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>130
caggtgcage tggtgcagte tggggctgag gtgaagaage ctggggette ggtgaaggte 60
tcctgecaagg cttectggeta cacatttace agttacaata tgcactgggt ccgecagget 120
ccagggaagg ggctggagtg ggttggtget atttatccag gaaatggtga tacttcctac 180
aatcagaagt tcaaaggcag attcaccatc tccagagaca acgccaagaa ctcactgtat 240
ctgcaaatga acagcctgag agccgaggac acggetgtgt attactgtge gagatcgeac 300
tacggtagta actacgtaga ctactttgac tactggggcc agggcaccct ggtcaccgte 360
tcetee 366
<210>131
<211>366
<212>DNA
<213>Artificial Sequence
<220>
<{223>Chemically synthesized
<400>131
caggtgcage tggtgcagte tggggetgag gtgaagaage ctggggette ggtgaaggte 60
tcctgeaagg cttectggeta cacatttace agttacaata tgcactgggt gegacaggee 120
cctggacaag ggcttgagtg gatgggtget atttatccag gaaatggtga tacttcctac 180
aatcagaagt tcaaaggcag agtcaccatc tcagctgaca agtccatcag cactgcctac 240
ctgcagtgga gcagcctgaa ggectcggac accgecatgt attactgtge gagatcgeac 300
tacggtagta actacgtaga ctactttgac tactggggcc agggcaccct ggtcaccgte 360
tcctee 366
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<210>132
<211>366
<212>DNA
{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>132

gaggtgcage
tcctgtaagg

tggtgcagtc tggggcagag

gttctggeta cacatttacc
cctggaaaag gatgggtgct

agtcaccatc

ggcttgagtyg
aatcagaagt tcaaaggcag

ctgcagtgga gcagcctgaa ggcecctecggac

tacggtagta actacgtaga ctactttgac

tcetee

<210>133

<211>30

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>133

ggctacacct ttactaggta cacgatgcac

<210>134

<211>51

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>134

gtgaaaaagc
agttacaata
atttatccag
tcagctgaca
accgccatgt

tactggggce

ccggggagte
tgcactgggt

gaaatggtga
agtccatcag
attactgtgce

agggcaccct

tctgaagatc
gcgacagget
tacttcctac
cactgcctac
gagatcgcac

ggtcaccgtce

tacattaatc ctagccgtgg ttatactaat tacaatcaga agttcaagga c

110

60

120
180
240
300
360
366

30

ol
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<210>135
<211>30
<212>DNA

<213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>135

tattatgatg atcattactg ccttgactac

<210>136
<211>366
<212>DNA

{213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>136

caggtgcagce
tcctgcaagg
cctggaaaag
aatcagaagt
atggagctga
tacggtagta

tceetee

<210>137
<211>366
<212>DNA

tggtgcagtce
cttctggceta
ggcttgagtg
tcaaaggcag
gcagcctgag

actacgtaga

tggggctgag
cacatttacc
gatgggtget
agtcacgatt
atctgaggac
ctactttgac

{213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>137

gtgaagaagc
agttacaata
atttatccag
accgceggaca
acggeccgtgt
tactggggcce

ctggggette
tgcactgggt
gaaatggtga
aatccacgag
attactgtge

agggcaccct

ggtgaaggtc
gcgacagget
tacttcctac
cacagcctac
gagatcgcac

ggtcaccgte

30

60

120
180
240
300
360
366

caggtgcage tggtgcagtc tggggctgag gtgaagaage ctggggette ggtgaaggte 60

tcctgecaagg cttctggeta cacatttacc agttacaata tgcactgggt gegacaggee 120
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cctggacaag ggcttgagtg gatgggtget atttatccag gaaatggtga tacttcctac 180
aatcagaagt tcaaaggcag agtcacgatt accgcggaca aatccacgag cacagcctac 240
atggagctga gcagcctgag atctgaggac acggecgtgt attactgtge gagatcgecac 300
tacggtagta actacgtaga ctactttgac tactggggcc agggcaccet ggtcaccgte 360
teetee 366
<210>138
<211>122
<212>PRT
{213>Artificial Sequence
220>
<223>Chemically synthesized
<400>138
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Asn Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Ala Ile Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn Gln Lys Phe
50 55 60
Lvs Gly Arg Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tvr
65 70 75 80
Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95
Ala Arg Ser His Tyr Gly Ser Asn Tyr Val Asp Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210>139
<211>30
<212>DNA
<213>Artificial Sequence
220>
<223>Chemically synthesized
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<400>139
agggccaget caagtttaag tttcatgcac 30

<210>140

211>21

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>140
gccacatcca acctggette t 21

<210>141

211527

<212>DNA

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>141
catcagtgga gtagtaaccc gctcacg 27

<210>142
<211>122
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>142
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
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Asn Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Ala Ile Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn Gln Lys Phe
50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser His Tyr Gly Ser Asn Tyr Val Asp Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Glv Thr Leu Val Thr Val Ser Ser
115 120

<210>143
<211>122
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>143
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Asn Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45
Gly Ala Ile Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn Gln Lys Phe
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser His Tyr Gly Ser Asn Tyr Val Asp Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Glv Thr Leu Val Thr Val Ser Ser
115 120
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<210>144
<211>122
C212>PRT
{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>144
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Asn Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Ala Ile Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn Gln Lys Phe
50 55 60
Lvs Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser His Tyr Gly Ser Asn Tyr Val Asp Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210>145

<211>30

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>145
agtgccaget caagtgtaag ttacatgaac 30

<210>146
<211>21

115
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<212>DNA
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>146

gacacatcca aactggctte t 21

<210>147

<211>27

<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>147
cagcagtgga gtagtaaccc attcacg 27

<210>148
<211>122
<212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>148
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Asn Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Ala Ile Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr
65 70 75 80
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Leu Gln Trp Ser

Ala Arg Ser His

100

Gly Gln Gly Thr

<210>149
<211>122
<212>PRT

115

{213>Artificial

220>

<223>Chemically

<400>149
Glu Val
1

Ser Leu

Asn Met

Gly Ala
50

Lys Gly

65

Leu Gln

Ala Arg

Gly Gln

<210>150

<211>122
<212>PRT

Gln

Lys

His

35

Ile

Arg

Trp

Ser

Gly
115

Leu

Ile
20
Trp

Tyr

Val

Ser

His

100
Thr

{213>Artificial

220>

Ser Leu Lys

85

Tyr Gly Ser

Leu Val Thr

Sequence

synthesized

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Leu

Sequence

Gln

Cys

Arg

Gly

Tle

70

Leu

Gly

Val

Ser

Gln
Asn
55

Ser
Lys

Ser

Thr

Ala

Asn

Val
120

Gly
Gly
Ala
40

Gly
Ala
Ala

Asn

Val
120

Ser Asp Thr Ala Met Tyr Tyr Cys

90

95

Tyr Val Asp Tyr Phe Asp Tyr Trp

105

Ser Ser

Ala Glu

Ser Gly
25
Pro Gly

Asp Thr
Asp Lys
Ser Asp
90
Tyr Val

105

Ser Ser

117

Val

Tyr

Ser
Ser
75

Thr

Asp

Thr

Gly

60

Ile

Ala

Tyr

Phe

Leu

45

Asn

Ser

Met

Phe

110

Pro

Thr

30

Glu

Gln

Thr

Tyr

Asp
110

Ala

Tyr
95
Tyr

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp
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<223>Chemically synthesized
<400>150
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Asn Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45
Gly Ala Ile Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn Gln Lys Phe
50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser His Tyr Gly Ser Asn Tyr Val Asp Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210>151
<211>10
<212>PRT
<213>Artificial Sequence
<220>
<{223>Chemically synthesized
<400>151

Gly Tyr Thr Phe

1

<210>152

<211>17

<212>PRT

{213>Artificial

<220>
<223>Chemically

Thr Ser Tyr Asn Met His

5

Sequence

synthesized

10
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<400>152

Ala Ile Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210>153
<211>19
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>153

Ser His Tyr Gly Ser Asn Tyr Val Asp Tyr Phe Asp Tyr Trp Gly Gln
1 5 10 15

Gly Thr Leu

<210>154
211>122
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>154
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Asn Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Ala Ile Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
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85 90 95
Ala Arg Ser His Tyr Gly Ser Asn Trp Val Asp Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Glv Thr Leu Val Thr Val Ser Ser
115 120
<210>155
<211>57
<212>DNA

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>155
atggagtttg ggctgagetg getttttett gtggetattt taaaaggtgt ccagtgt 57

<210>156
<211>19
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>156

Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala Ile Leu Lys Gly
1 5 10 15

Val Gln Cys

<210>157
<211>10
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>157

120
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Gly Tyr Thr Phe Thr Arg Tyr Thr Met His
1 5 10

<210>158
C11>17
{212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>158

Tyr Ile Asn Pro Ser Arg Gly Tyr Thr Asn Tyr Asn Gln Lys Phe Lys
1 5 10 15

Asp

<210>159
<211>10
<212>PRT
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>159
Tyr Tyr Asp Asp His Tyr Cys Leu Asp Tyr
1 5 10

<210>160

<211>993

<212>DNA

{213>Artificial Sequence
<220>

<223>Chemically synthesized

<400>160

gccteccacca agggeccate ggtettecee ctggeaccet cctccaagag cacctetggg 60
ggcacagegg ccctgggetg cetggtcaag gactacttce ccgaaccggt gacggtgteg 120
tggaactcag gcgeccectgac cageggegtg cacaccttee cggetgtect acagtcectca 180

121
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ggactctact ccctcagcag cgtggtgace gtgecctecca gecagettggg cacccagace 240
tacatctgca acgtgaatca caagcccage aacaccaagg tggacaagag agttgagece 300
aaatcttgtg acaaaactca cacatgccca ccgtgeccag cacctgaact cctgggggga 360
ccgtecagtet tectetteee cccaaaacce aaggacacce tcatgatcte ccggacceet 420
gaggtcacat gecgtggtggt ggacgtgage cacgaagacc ctgaggtcaa gttcaactgg 480
tacgtggacg gegtggaggt gecataatgee aagacaaage cgegggagga geagtacaac 540
agcacgtacc gtgtggtcag cgtcctcace gtcecctgecace aggactgget gaatggecaag 600
gagtacaagt gcaaggtctc caacaaagcc ctcccagecce ccatcgagaa aaccatctcecce 660
aaagccaaag ggecagecccg agaaccacag gtgtacacce tgeccecate ccgggatgag 720
ctgaccaaga accaggtcag cctgacctge ctggtcaaag gettectatee cagegacate 780
gecegtggagt gggagagcecaa tgggecagecg gagaacaact acaagaccac gectcecegtg 840
ctggactccg acggetectt cttectetac agecaagetca ccgtggacaa gagecaggtgg 900
cagcagggga acgtcttcte atgetecegtg atgeatgagg ctctgecacaa ccactacacg 960
cagaagagcc tctccctgte tcecgggtaaa tga 993

<210>161
<211>330
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>161
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15
Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45
Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60
Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
65 70 75 80
Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95
Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110
Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
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Lys

Val
145
Tyr

Glu

His

Gln
225

Leu

Pro

Asn

Leu

Val

305
Gln

<210>162
<211>318

Pro
130
Val
Val
Gln
Gln
Ala
210
Pro
Thr
Ser
Tyr
Tyr
290

Phe

Lys

115
Lys

Val

Asp

Tyr

Asp

195

Leu

Arg

Lys

Asp

Lys

275

Ser

Ser

Ser

<212>DNA
{213>Artificial

<220>
<223>Chemically

<400>162

Asp

Asp

Gly

Asn

180

Trp

Pro

Glu

Asn

Ile

260

Thr

Lys

Cys

Leu

Thr

Val

Val

165

Ser

Leu

Ala

Pro

Gln

245

Ala

Thr

Leu

Ser

Ser
325

Sequence

Leu

Ser

150

Glu

Thr

Asn

Pro

Gln

230

Val

Val

Pro

Thr

Val

310

Leu

Met
135
His
Val
Tyr
Gly
Ile
215
Val
Ser
Glu
Pro
Val
295

Met

Ser

synthesized

120
Ile

Glu

His

Arg

200

Glu

Tyr

Leu

Trp

Val

280

Asp

His

Pro

Ser Arg Thr

Asp
Asn
Val
185
Glu
Lys
Thr
Thr
Glu
265
Leu
Lys

Glu

Gly

Pro

Ala

170

Val

Tyr

Thr

Leu

250

Ser

Asp

Ser

Ala

Lys
330

Glu
155
Lys

Ser

Ile

Pro

235

Leu

Asn

Ser

Arg

Leu
315

Pro
140
Val
Thr

Val

Ser
220

Pro

Val

125
Glu

Lys

Lys

Leu

Gln
Gly
285
Gln

Asn

Val
Phe
Pro
Thr
190
Val
Ala
Arg
Gly
Pro
270
Ser

Gln

His

Thr
Asn
Arg
175
Val
Ser
Lys
Asp
Phe
255
Glu
Phe

Gly

Tyr

Cys
Trp
160
Glu
Leu
Asn
Gly
Glu
240
Tyr
Asn
Phe

Asn

Thr
320

gatattgtga tgacccagtc tccactctcc ctgeccgtea ccectggaga gecggectee 60

atctcctgea gggeccagete aagtttaagt ttcatgecact ggtatcagca gaaaccagga 120
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cagcctccta agetgetcat ttatgecaca tccaacctgg cttectgggat cccagecagg 180
ttcagtggeca gtgggtctgg gacagacttc actctcacca tcagcagect agagcectgaa 240
gattttgecag tttattactg tcatcagtgg agtagtaacc cgctcacgtt cggecaaggt 300

accaaggtgg aaatcaaa 318

<210>163
<211>10
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>163
Arg Ala Ser Ser Ser Leu Ser Phe Met His
1 5 10

<210>164

C211>7

<212>PRT

<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>164
Ala Thr Ser Asn Leu Ala Ser
1 5

<210>165

<211>9

<212>PRT

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>165
His Gln Trp Ser Ser Asn Pro Leu Thr
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1

<210>166
<211>318
<212>DNA

<213>Artificial Sequence

220>

<223>Chemically synthesized

<400>166

gatattgtga
atctcctgceca
cagtctccac
ttcagtggca
gattttgcag
accaaggtgg

<210>167
<211>318
<212>DNA

tgacccagtce
gggccagcete
agctcctgat
glgggtctgg
tttattactg

aaatcaaa

tccactcetee
aagtttaagt
ctatgccaca
gacagacttc

tcatcagtgg

{213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>167

gatattgtga
atctcctgeca
caggctcccea
ttcagtggca
gatgtggeag
accaaggtgg

<210>168
<211>318
<212>DNA

tgacccagtc
gggccagete
ggctccteat
gegggtetgg
tttattactg

aaatcaaa

tccactetee
aagtttaagt
ctatgccaca
gacagatttc
tcatcagtgg

<213>Artificial Sequence

220>

ctgeccecegtea
ttcatgcact
tccaacctgg
actctcacca

agtagtaacc

ctgecceegtea
ttcatgcact
tccaacctgg
actctcacca

agtagtaacc

125

cceectggaga
ggtatctgea
cttctgggat
tcagcagcct

cgctcacgtt

cceectggaga
ggtatcagca
cttctggggt
tcagcagcct

cgctcacgtt

gceggecetece
gaagccaggg
cccagccagg
agagcctgaa

cggccaaggt

gceggecetee
gaaacctggce
ccctgaccga
gcaggctgaa
cggccaaggt

120
180
240
300
318

60

120
180
240
300
318
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<223>Chemically synthesized
<400>168
gatattgtga tgacccagtc tccactctce ctgeccgteca cececectggaga gecggectee 60
atctcctgea gggecagete aagtttaagt ttcatgecact ggtatcageca gaaaccaggg 120
aaagccccta agectcctgat ctatgecaca tccaacctgg cttetggggt cectgaccga 180
ttcagtggeca gegggtetgg gacagatttce actctcacca tcagcagect gecaggetgaa 240
gatgtggcag tttattactg tcatcagtgg agtagtaacc cgctcacgtt cggeccaaggt 300
accaaggtgg aaatcaaa 318
<210>169
<211>10
C212>PRT
{213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>169
Ser Ala Ser Ser Ser Val Ser Tyr Met Asn
1 5 10
<210>170
211>7
C212>PRT
<213>Artificial Sequence
<220>
<{223>Chemically synthesized
<400>170
Asp Thr Ser Lys Leu Ala Ser
1 5
<210>171
<211>9
<212>PRT
<213>Artificial Sequence
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<220>

<223>Chemically synthesized

<400>171

Gln Gln Trp Ser Ser Asn Pro Phe Thr

1

<210>172
<211>318
<212>DNA

5

{213>Artificial Sequence

220>

<223>Chemically synthesized

<400>172

gatattgtga
atctcctgceca
cagcctcecta
ttcagtggaa
gatattgcaa
accaaggtgg

<210>173
<211>318
<212>DNA

tgacccagtce
gggccagcete
agctgctcat
gtggatctgg
catattactg

aaatcaaa

tccactcetee
aagtttaagt
ttatgccaca
gacagatttt
tcatcagtgg

<213>Artificial Sequence

220>

<223>Chemically synthesized

<400>173

gatattgtga
atctcctgeca
caggctcccea
ttcagtggaa
gatattgcaa
accaaggtgg

tgacccagtce
gggccagcete
ggctccteat
gtggatctgg
catattactg

aaatcaaa

tccactcetee
aagtttaagt
ctatgccaca
gacagatttt
tcatcagtgg

ctgeccecegtea
ttcatgcact
tccaacctgg
actttcacca

agtagtaacc

ctgeccecegtea
ttcatgcact
tccaacctgg
actttcacca

agtagtaacc

127

cceectggaga
ggtatcagca
cttctggggt
tcagcagcct

cgctcacgtt

cceectggaga
ggtatcagca
cttctggggt
tcagcagcct

cgctcacgtt

gceggecetee
gaaaccagga
cccatcaagg
gcagcctgaa

cggccaaggt

gceggecetcee
gaaacctggc
cccatcaagg
gcagcctgaa

cggccaaggt

120
180
240
300
318

60

120
180
240
300
318
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<210>174
<211>318
<212>DNA
{213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>174
gatattgtga tgacccagtc tccactctce ctgeccgtea ccecectggaga gecggectee 60
atctcctgea gggecagete aagtttaagt ttcatgecact ggtatcagea gaaacctgge 120
caggctccca ggetectcat ctatgecaca tccaacctgg cttetggggt cccatcaagg 180
ttcagcggea gtggatctgg gacagaattc actctcacca tcagcagect gecagectgat 240
gattttgcaa cttattactg tcatcagtgg agtagtaacc cgctcacgtt cggecaaggt 300
accaaggtgg aaatcaaa 318
<210>175
<211>323
<212>PRT
<213>Artificial Sequence
220>
<223>Chemically synthesized
<400>175
Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
1 5) 10 15
Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
20 25 30
Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
35 40 45
Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
50 5h5) 60
Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His
65 70 () 80
Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys
85 90 95
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
100 105 110



CN 101675074 B

F

¢l

&=

63/165 L

Gly
Ile
Glu
145

His

Arg

Glu

Tyr
225

Leu

Trp

Val

Asp

His

305

Pro

<210>176

Pro
Ser
130
Asp
Asn
Val
Glu
Lys
210
Thr
Thr
Glu
Leu
Lys
290

Glu

Gly

<211>66

<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>176

Ser
115
Arg
Pro
Ala
Val
Tyr
195
Thr
Leu
Cys
Ser
Asp
275
Ser

Ala

Lys

Val

Thr

Glu

Ser

180

Tle

Pro

Leu

Asn

260

Ser

Arg

Leu

Phe

Pro

Val

Thr

165
Val

Ser

Pro

His

Leu

Glu

Lys

150

Lys

Leu

Lys

Lys

Ser

230

Lys

Gln

Gly

Gln

Asn
310

Phe
Val
135
Phe
Pro
Thr
Val
Ala
215
Arg
Gly
Pro
Ser
Gln

295
His

Pro
120
Thr
Asn
Arg
Val
Ser
200
Asp
Phe
Glu
Phe
280

Gly

Tyr

Pro Lys Pro

Cys
Trp
Glu
Leu
185
Asn

Gly

Glu

Asn
265
Phe

Asn

Thr

Val

Tyr

Glu

170

His

Lys

Gln

Leu

Pro

250

Asn

Leu

Val

Gln

Val

Val

155

Gln

Gln

Ala

Pro

Thr

235

Ser

Tyr

Tyr

Phe

Lys
315

Lys
Val
140
Asp
Tyr
Asp
Leu
Arg
220
Lys
Asp
Lys
Ser
Ser

300

Ser

Asp
125
Asp
Gly
Asn
Trp
Pro
205
Glu
Asn
Ile
Thr
285

Cys

Leu

Thr

Val

Val

Ser

Leu

190

Ala

Pro

Gln

Ala

Thr

270

Leu

Ser

Ser

Leu

Ser

Glu

Thr

175

Asn

Pro

Gln

Val

Val

255

Pro

Thr

Val

Leu

Met

His

Val

160

Tyr

Gly

Tle

Val

Ser

240

Glu

Pro

Val

Met

Ser
320

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1

5

129

10

15
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Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30
Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45
Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 5H 60
Thr Tyr
65
<210>177
<211>318
<212>DNA
{213>Artificial Sequence
220>
<223>Chemically synthesized
<400>177
gacatcgtga tgacccagtc tccagactcc ctggetgtgt ctetgggega gagggecace 60
atcaactgca gggccagetc aagtttaagt ttcatgecact ggtatcageca gaaacctgge 120
caggctccca ggctectcat ctatgecaca tccaacctgg cttetggggt cccatcaagg 180
ttcagtggeca gtggatctgg gacagatttc actctcacca tcagcagtct gcaacctgaa 240
gattttgecaa cttactactg tcatcagtgg agtagtaacc cgctcacgtt cggecaaggt 300
accaaggtgg aaatcaaa 318
<210>178
<211>972
<212>DNA
{213>Artificial Sequence
220>
<{223>Chemically synthesized
<400>178
gtcttceceee tggecaccete ctccaagage acctctggge gecacagegge cetgggetge 60
ctggtcaagg actacttcce cgaaccggtg acggtgtegt ggaactcagg cgecctgace 120
agcggegtge acaccttecce ggetgtecta cagtectcag gactctacte cctcagecage 180
gtggtgaccg tgccctccag cagettggge acccagacct acatctgecaa cgtgaatcac 240
aagcccagca acaccaaggt ggacaagaga gttgagecca aatcttgtga caaaactcac 300
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acatgcccac
ccaaaaccca
gacgtgagcce
cataatgcca
gtcctcaccg
aacaaagccce
gaaccacagg
ctgacctgece
gggecagecegg
ttcctctaca
tgctcegtga
ccgggtaaat

<210>179
<211>198
<212>DNA

cgtgcceccage
aggacaccct
acgaagaccce
agacaaagcc
tcctgeacca
tcccagececee
tgtacaccct
tggtcaaagg
agaacaacta
gcaagctcac
tgcatgaggce
ga

acctgaactc
catgatctcc
tgaggtcaag
gegggagegag
ggactggetg
catcgagaaa
gcececcatcee
cttctatcce
caagaccacg
cgtggacaag

tctgcacaac

<213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>179

ctggggggac

cggacccecetg
ttcaactggt
cagtacaaca
aatggcaagg
accatctcca
cgggatgagce
agcgacatcg
ccteecegtge
agcaggtggce

cactacacgc

cgtcagtctt
aggtcacatg
acgtggacgg
gcacgtaccg
agtacaagtg
aagccaaagg
tgaccaagaa
ccgtggagtg
tggactccga
agcaggggaa

agaagagcct

cctettececce
cgtggtggty
cglggaggtly
tgtggtcage
caaggtctce
gcagecccega
ccaggtcage
ggagagcaat
cggetectte
cgtcttctea
ctcectgtet

cgaactgtgg ctgcaccatc tgtcttcate ttcccgecat ctgatgageca gttgaaatcet

ggaactgect ctgttgtgtg cctgetgaat aacttctatc ccagagagge caaagtacag

tggaaggtgg ataacgccct ccaatcgggt aactcccagg agagtgtcac agagcaggac

agcaaggaca

<210>180
<211>33
<212>PRT

gcacctac

{213>Artificial Sequence

220>

<223>Chemically synthesized

<400>180

Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln

1

5

10

15

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys Ala Lys

131

360
420
480
540
600
660
720
780
840
900
960
972

60

120
180
198
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20
Asp

<210>181
<211>25
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>181
Gln Val Gln Leu
1
Ser Val Lys Val
20

<210>182
<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>182

Arg Phe Thr Ile
1

Met Asn Ser Leu

20
<210>183
<211>33
<212>PRT
{213>Artificial
<220>
<223>Chemically

25 30

Sequence

synthesized

Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
5 10 15
Ser Cys Lys Ala Ser
25

Sequence

synthesized

Ser Arg Asp Asn Ser Lys Asn Thr Leu His Leu Gln
5 10 15
Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Lys Lys
25 30

Sequence

synthesized

132
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<400>183
Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Gln Val Val Leu Thr
1 5 10 15
Met Thr Asn Met Asp Pro Val Asp Thr Ala Thr Tyr Tyr Cys Ala Arg
20 25 30
Ile

<210>184
<211>32
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>184
His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr Leu Gln
1 5 10 15
Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg
20 25 30

<210>185
211>32
{212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>185
Arg Val Thr Met Thr Arg Asp Thr Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210>186
<211>25
<212>PRT
<213>Artificial Sequence

133
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<220>
<223>Chemically

<400>186
Gln Val GIn Leu
1
Ser Val Lys Val
20

<210>187
<211>25
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>187
Gln Val Thr Leu
1
Thr Leu Thr Leu
20

<210>188
<211>25
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>188
Gln Val Gln Leu
1
Thr Leu Ser Leu
20

<210>189

synthesized

Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
) 10 15
Ser Cys Lys Ala Ser
25

Sequence

synthesized

Arg Glu Ser Gly Pro Ala Leu Val Lys Pro Thr Gln
5 10 15
Thr Cys Thr Phe Ser
25

Sequence

synthesized

Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
5 10 15
Thr Cys Thr Val Ser
25

134
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<211>25
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>189
Gln Val Gln Leu Gln Gln Ser Gly Pro Gly Leu Val Lys Pro Ser Gln
1 5 10 15
Thr Leu Ser Leu Thr Cys Ala Ile Ser
20 25

<210>190
<211>14
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>190
Trp Ile Arg Gln Pro Pro Gly Lys Ala Leu Glu Trp Leu Gly
1 5 10

<210>191
<211>14
<212>PRT
{213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>191

Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met Gly
1 5 10

<210>192

<211>14

135
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<212>PRT
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>192
Trp Ile Arg Gln Ser Pro Ser Arg Gly Leu Glu Trp Leu Gly
1 5 10

<210>193
<211>32
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>193
Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210>194
<211>32
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>194
Arg Val Thr Met Thr Arg Asn Thr Ser Ile Ser Thr Ala Tyr Met Glu
1 5 10 15
Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210>195

136
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<211>33
<212>PRT
213>Artificial

<220>
<223>Chemically

<400>195
Arg Phe Thr Ile
1
Met Asn Ser Leu
20
Asp

<210>196
<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>196
Arg Phe Thr Ile
1
Met Asn Ser Leu
20

<210>197
<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>197
Arg Phe Val Phe
1

Sequence

synthesized

Ser Arg Asp Asn Ser Lys Asn Ser Leu Tyr Leu Gln
5 10 15
Arg Thr Glu Asp Thr Ala Leu Tyr Tyr Cys Ala Lys
25 30

Sequence

synthesized

Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
5 10 15
Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
25 30

Sequence

synthesized

Ser Leu Asp Thr Ser Val Ser Thr Ala Tyr Leu Gln
5 10 15

137
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Ile Cys Ser Leu Lys Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210>198
211>32
{212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>198
Arg Ile Thr Ile Asn Pro Asp Thr Ser Lys Asn Gln Phe Ser Leu Gln
1 5 10 15
Leu Asn Ser Val Thr Pro Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210>199
<211>25
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>199
Gln Val Gln Leu Val Gln Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser
20 25

<210>200
<211>23
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

138
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<400>200
Asp Ile Val Met
1
Asp Arg Val Thr
20

<210>201
<211>23
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>201
Glu Ile Val Met
1
Glu Arg Ala Thr
20

<210>202
<211>23
<2125PRT
{213>Artificial

<220>
<223>Chemically

<400>202

Asp Ile Gln Met
1

Glu Arg Ala Thr

20
<210>203
<211>23
<212>PRT
{213>Artificial

Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
5 10 15
Ile Thr Cys

Sequence

synthesized

Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
5 10 15
Leu Ser Cys

Sequence

synthesized

Thr Gln Ser Pro Asp Phe Leu Ala Val Ser Leu Gly
5 10 15
Ile Asn Cys

Sequence

139
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<220>
<223>Chemically

<400>203
Glu Tle Val Leu
1
Asp Arg Val Thr
20

<210>204
<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>204

Trp Tyr Gln Gln
1

<210>205

<211>316

<212>DNA

<213>Artificial

<220>
<223>Chemically

<400>205

synthesized

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

5
Ile Thr Cys

Sequence

synthesized

10

15

Lys Pro Cys Gln Ala Pro Arg Leu Leu Ile Tyr

5

Sequence

synthesized

catcgtgatg
caactgcagg
gcctcctaag
cagtggcagt
ttttgcagtt
caaggtggaa

<210>206
<211>11
<212>PRT

acccagtctce
gccagctcaa
ctgcetcattt
gggtctggea
tattactgtc

atcaaa

cagactccct
gtttaagttt
atgccacatc
cagacttcac

atcagtggag

10

ggctgtgtct
catgcactgg
caacctggct
tctecaccatce

tagtaacccg

140

ctgggcgaga
tatcagcaga
tctgggatcce
agcagcctag

ctcacgttcg

15

gggccaccat 60
aaccaggaca 120
cagccaggtt 180
agcctgaaga 240
gccaaggtac 300

316
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{213>Artificial

<2207
<223>Chemically

<400>206
Val Thr Val Ser
1

<210>207
<211>16
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>207
Trp Gly Gln Gly
1

<210>208
<211>233
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>208

Val Glu Pro
1

Ala Pro Glu Leu

20

Thr

Lys

Pro Lys Asp

35

Val Val Asp
50

Val Asp Gly

Val

Val

Sequence

synthesized

Ala Ser Thr

5

Sequence

synthesized

Lys Gly Pro Ser
10

Thr Val Thr Val Ser Ala Ser Thr Lys Gly Pro Ser

5

Sequence

synthesized

Ser Cys Asp

Leu Gly Gly

Leu Met Ile

His Glu
55

Val His

Ser

Glu

10

Lys Thr His Thr
10
Pro Ser Val
25
Ser Arg Thr Pro
40

Asp Pro Glu Val

Phe

Asn Ala Lys Thr

141

15

Pro Pro Cys
15

Leu Phe Pro Pro
30

Glu Val Thr Cys

45

Phe Asn Trp

Cys

Lys
60

Lys Pro Arg Glu

Pro

Lys

Val

Tyr

Glu
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65 70 75 80
Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
85 90 95
Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
100 105 110
Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln
115 120 125
Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu
130 135 140
Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
145 150 155 160
Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
165 170 175
Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
180 185 190
Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val
195 200 205
Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
210 215 220
Lys Ser Leu Ser Leu Ser Pro Gly Lys
225 230

<210>209
<211>106
<212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>209
Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
1 5 10 15
Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
20 25 30
Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
35 40 45
Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr
50 55 60

142
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Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
65 70 () 80
His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
85 90 95
Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105
<210>210
<211>318
<212>DNA
{213>Artificial Sequence
220>
<223>Chemically synthesized
<400>210
gatattgtga tgacccagtc tccactctce ctgeccgtea ccectggaga gecggectee 60
atctcctgea gggeccagete aagtttaagt ttcatgecact ggtatctgea gaagecaggg 120
cagtctccac agctcctgat ctatgeccaca tccaacctgg cttetggggt ccctgacagg 180
ttcagtggeca gtggatcagg cacagatttt acactgaaaa tcagcagagt ggaggctgag 240
gatgttgggg tttattactg tcatcagtgg agtagtaacc cgctcacgtt cggeccaaggt 300
accaaggtgg aaatcaaa 318
<210>211
<211>318
<212>DNA
<213>Artificial Sequence
220>
<223>Chemically synthesized
<400>211
gacatccaga tgacccagtc tccatcctce ctgtctgeat ctgtaggaga cagagtcacce 60
atcacttgca gggccagetc aagtttaagt ttcatgecact ggtatctgea gaagecaggg 120
cagtctccac agctcctgat ctatgeccaca tccaacctgg cttetggggt ccctgaccga 180
ttcagtggeca gecgggtectgg gacagatttc actctcacca tcagcagect gecaggetgaa 240
gatgtggcag tttattactg tcatcagtgg agtagtaacc cgctcacgtt cggeccaaggt 300
accaaggtgg aaatcaaa 318
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<210>212
<211>318
<212>DNA

{213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>212

gacatccaga
atcacttgca
caggctcccea
ttcagtggaa
gatattgcaa
accaaggtgg

<210>213
<211>318
<212>DNA

tgacccagtc
gggccagcete
ggctccteat
glggatctgg
catattactg

aaatcaaa

tcettecace
aagtttaagt
ctatgccaca
gacagatttt
tcatcagtgg

<213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>213

gaaattgtgt
ctctcectgea
cagtctccac
ttcagtggca
gatgtggcag
accaaggtgg

<210>214
<211>318
<212>DNA

tgacccagtc
gggccagete
agctcctgat
gegggtetgg
tttattactg

aaatcaaa

tccaggeacce
aagtttaagt
ctatgccaca
gacagatttc
tcatcagtgg

<213>Artificial Sequence

<220>

<223>Chemically synthesized

ctgtctgeat
ttcatgcact
tccaacctgg
actttcacca

agtagtaacc

ctgtctttgt
ttcatgcact
tccaacctgg
actctcacca

agtagtaacc

144

ctgtaggaga
ggtatcagca
cttctggggt
tcagcagcct

cgctcacgtt

ctccagggga
ggtatctgeca
cttctggggt
tcagcagcct

cgctcacgtt

cagagtcacc
gaaacctggce
cccatcaagg
gcagcctgaa

cggccaaggt

aagagccacc
gaagccaggg
ccctgaccga
gcaggctgaa
cggccaaggt

120
180
240
300
318

60

120
180
240
300
318
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<400>214

gacatcgtga
atcaactgca
aaagccccta
ttcagcggeca
gattttgcaa
accaaggtgg

<210>215
<211>318
<212>DNA

tgacccagtc
gggccagcete
agctcctgat
gtggatctgg
cttattactg

aaatcaaa

tccagactcce
aagtttaagt
ctatgccaca
gacagaattc

tcatcagtgg

{213>Artificial Sequence

220>

<223>Chemically synthesized

<400>215

gaaatagtga
ctctcectgea
cagtctccac
ttcagtggca
gattttgcaa
accaaggtgg

<210>216
<211>318
<212>DNA

tgacccagtc
gggccagcete
agctcctgat
gtggatctgg
cttactactg

aaatcaaa

tccagcecacce
aagtttaagt
ctatgccaca
gacagatttc
tcatcagtgg

{213>Artificial Sequence

220>

<{223>Chemically synthesized

<400>216

gaaattgtgt
ctctcetgea
aaagccccta
ttcagcggcea
gattttgcaa

tgacccagtce
gggccagcete
agctcctgat

gtggatctgg
cttattactg

tccaggeacce
aagtttaagt
ctatgccaca
gacagaattc

tcatcagtgg

ctggectgtgt
ttcatgcact
tccaacctgg
actctcacca

agtagtaacc

ctgtctgtgt
ttcatgcact
tccaacctgg
actctcacca

agtagtaacc

ctgtctttgt
ttcatgcact
tccaacctgg
actctcacca

agtagtaacc

145

ctctgggcega
ggtatcagca
cttctggggt
tcagcagcect

cgctcacgtt

ctccagggga
ggtatctgea
cttctggggt
tcagcagtct
cgctecacgtt

ctccagggga
ggtatcagca
cttctggggt
tcagcagcct

cgctcacgtt

gagggccacc
gaaaccaggg
cccatcaagg
gcagcctgat
cggccaaggt

aagagccacc
gaagccaggg
cccatcaagg
gcaacctgaa

cggccaaggt

aagagccacc
gaaaccaggg
cccatcaagg
gcagcctgat
cggccaaggt

120
180
240
300
318

60

120
180
240
300
318

60

120
180
240
300
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accaaggtgg aaatcaaa 318
<210>217
<211>318
<212>DNA
<213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>217
gaaattgtgt tgacccagtc tccagccacc ctgtetttgt ctccagggga aagagecace 60
ctctectgea gggecagete aagtttaagt ttcatgecact ggtatcagea gaaaccaggg 120
aaagccccta agetcecctgat ctatgecaca tccaacctgg cttetgggegt cccatcaagg 180
ttcagcggea gtggatctgg gacagaattc actctcacca tcagcagect gecagectgat 240
gattttgcaa cttattactg tcatcagtgg agtagtaacc cgctcacgtt cggeccaaggt 300
accaaggtgg aaatcaaa 318
<210>218
<211>318
<212>DNA
{213>Artificial Sequence
<2207
<223>Chemically synthesized
<400>218
gaaattgtgt tgacccagtc tccagccace ctgtetttgt ctccagggga aagagecace 60
ctctectgea gggecagete aagtttaagt ttcatgecact ggtatcagea gaaaccagga 120
cagcctecta agetgetcat ttatgecaca tccaacctgg cttetgggat cccagecagg 180
ttcagtggeca gtgggtctgg gacagagttc actctcacca tcagcagect gecagtctgaa 240
gattttgcag tttattactg tcatcagtgg agtagtaacc cgctcacgtt cggecaaggt 300
accaaggtgg aaatcaaa 318
<210>219
<211>318
<212>DNA



{213>Artificial Sequence
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<223>Chemically synthesized

<400>221
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220>
<223>Chemically synthesized
<400>219
gaaattgtgt tgacccagtc tccagccacc ctgtetttgt ctccagggga aagagccacce 60
ctctectgea gggecagete aagtttaagt ttcatgecact ggtatcagea gaaaccagga 120
cagcctecta agetgetcat ttatgecaca tccaacctgg cttetggeggt cccatcaagg 180
ttcagtggaa gtggatctgg gacagatttt actttcacca tcagcagcct gecagectgaa 240
gatattgcaa catattactg tcatcagtgg agtagtaacc cgctcacgtt cggccaaggt 300
accaaggtgg aaatcaaa 318
<210>220
<211>318
<212>DNA
{213>Artificial Sequence
220>
<223>Chemically synthesized
<400>220
gaaatagtga tgacccagtc tccagccacc ctgtcetgtgt ctccagggga aagagccacce 60
ctctectgea gggecagete aagtttaagt ttcatgecact ggtatcagea gaaaccagga 120
cagcctecta agetgetcat ttatgecaca tccaacctgg cttetggggt cccatcaagg 180
ttcagtggaa gtggatctgg gacagatttt actttcacca tcagcagect gecagectgaa 240
gatattgcaa catattactg tcatcagtgg agtagtaacc cgctcacgtt cggccaaggt 300
accaaggtgg aaatcaaa 318
<210>221
<211>318
<212>DNA

gaaattgtgt tgacccagtc tccaggcacc ctgtctttgt ctccagggga aagagccacce 60

ctctectgea gggecagete aagtttaagt ttcatgecact ggtatcagea gaaacctgge 120

caggctccca ggctectcat ctatgecaca tccaacctgg cttetggggt cccatcaagg 180

147
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ttcagtggaa gtggatctgg gacagatttt actttcacca tcagcagcct gecagectgaa 240
gatattgcaa catattactg tcatcagtgg agtagtaacc cgctcacgtt cggccaaggt 300
accaaggtgg aaatcaaa 318
<210>222
<211>318
<212>DNA
<213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>222
gaaattgtgt tgacccagtc tccaggcacc ctgtctttgt ctccagggga aagagecace 60
ctcteetgea gggecagete aagtttaagt ttcatgecact ggtatcageca gaaaccagga 120
cagcctecta agetgetcat ttatgecaca tccaacctgg cttetggggt cccatcaagg 180
ttcagtggeca gtggatctgg gacagatttc actctcacca tcagcagtct gecaacctgaa 240
gattttgecaa cttactactg tcatcagtgg agtagtaacc cgctcacgtt cggecaaggt 300
accaaggtgg aaatcaaa 318
<210>223
<211>318
<212>DNA
{213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>223
gaaattgtgt tgacccagtc tccagccacce ctgtetttgt ctccagggga aagagecace 60
ctctectgea gggecagete aagtttaagt ttcatgecact ggtatcagea gaaaccagga 120
cagcctecta agetgetcat ttatgecaca tccaacctgg cttetggggt cccatcaagg 180
ttcagtggeca gtggatctgg gacagatttc actctcacca tcagcagtct gcaacctgaa 240
gattttgcaa cttactactg tcatcagtgg agtagtaacc cgctcacgtt cggeccaaggt 300
accaaggtgg aaatcaaa 318
<210>224
<211>318
<212>DNA
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220>
<223>Chemically synthesized
<400>224
gaaatagtga tgacccagtc tccagccacc ctgtctgtgt ctccagggga aagagccacc 60
ctctectgea gggecagete aagtttaagt ttcatgecact ggtatcagea gaaaccagga 120
cagcctecta agetgetcat ttatgecaca tccaacctgg cttetggeggt cccatcaagg 180
ttcagtggeca gtggatctgg gacagatttc actctcacca tcagcagtct gecaacctgaa 240
gattttgcaa cttactactg tcatcagtgg agtagtaacc cgctcacgtt cggecaaggt 300
accaaggtgg aaatcaaa 318
<210>225
<211>106
<212>PRT
{213>Artificial Sequence
220>
<223>Chemically synthesized
<400>225
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Ile Pro Ala Arg Phe Ser Gly Ser
50 555) 60
Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro Glu
65 70 () 80
Asp Phe Ala Val Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
<210>226
<211>106
<212>PRT
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<213>Artificial Sequence

<2207
<223>Chemically synthesized

<400>226
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Leu Gln Lys Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Ile Pro Ala Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro Glu
65 70 75 80
Asp Phe Ala Val Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>227
<211>106
{212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>227
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Asp Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Ala Glu
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65 70 75 80
Asp Val Ala Val Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
<210>228
<211>106
<212>PRT

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>228
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Asp Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Ala Glu
65 70 75 80
Asp Val Ala Val Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>229
<211>106
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>229

151



CN 101675074 B

F

¢l

=

86/165 IL

Asp Ile Val Met
1

Glu Pro Ala Ser

20
His Trp Tyr Gln
35
Ala Thr Ser Asn
50

Gly Ser Gly Thr

65

Asp Ile Ala Thr

Phe Gly Gln Gly
100

<210>230
<211>106
<212>PRT
{213>Artificial

<2207
<223>Chemically

<400>230

Asp Ile Val Met
1

Glu Pro Ala Ser

20
His Trp Tyr Gln
35
Ala Thr Ser Asn
50

Gly Ser Gly Thr

65

Asp Ile Ala Thr

Phe Gly Gln Gly
100

Thr

Ile

Gln

Leu

Asp

Tyr

85
Thr

Sequence

Gln

Ser

Lys

Ala

Phe

70

Tyr

Lys

Ser

Cys

Pro

Ser

55

Thr

Cys

Val

synthesized

Thr

Ile

Gln

Leu

Asp

Tyr

85
Thr

Gln

Ser

Lys

Ala

Phe

70

Tyr

Lys

Ser

Cys

Pro

Ser

55

Thr

Cys

Val

Pro
Arg
Gly
40

Gly
Phe
His

Glu

Pro
Arg
Gly
40

Gly
Phe
His

Glu

Leu Ser Leu Pro

Ala

25

Gln

Val

Thr

Gln

Ile
105

Leu

Ala

25

Gln

Val

Thr

Gln

Ile
105

152

10

Ser

Pro

Pro

Ile

Trp
90

Ser
10

Ser

Ala

Pro

Ile

Trp

90
Lys

Ser Ser

Pro Lys

Ser Arg

60
Ser Ser
75

Ser Ser

Leu Pro

Ser Ser

Pro Arg

Ser Arg

60
Ser Ser
75

Ser Ser

Val

Leu

Leu

45

Phe

Leu

Asn

Val

Leu

Leu

45

Phe

Leu

Asn

Thr

Ser

30

Leu

Ser

Gln

Pro

Thr

Ser

30

Leu

Ser

Gln

Pro

Pro
15
Phe

Ile

Pro

Leu
95

Pro
15

Phe
Ile
Gly

Pro

Leu
95

Gly

Met

Tyr

Ser

Glu

80
Thr

Gly

Met

Tyr

Ser

Glu

80
Thr
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<210>231
<211>106
C212>PRT
{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>231
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Asp
65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>232
<211>106
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>232
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15
Glu Arg Ala Thr Ile Asn Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
35 40 45

153



CN 101675074 B

F

¢l

&=

88/165 1L

Ala Thr Ser Asn
50

Gly Ser Gly Thr

65

Asp Phe Ala Thr

Phe Gly Gln Gly
100

<210>233
<211>106
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>233

Asp Ile Val
1

Glu Arg

Met
Ala Thr
20
Tyr Gln
35

Ser

His Trp

Ala Thr
50

Gly Ser

65

Asp Phe

Asn

Gly Thr

Ala Val

Phe Gly Gln Gly

100

<210>234
<211>106
<212>PRT
{213>Artificial

220>

Leu Ala Ser
55
Asp Phe Thr
70
Tyr Tyr Cys
85
Thr Lys Val

Sequence

synthesized

Thr Gln Ser

Ile Asn

Gln Lys Pro

Ala Ser
55
Thr

Leu

Phe
70
Tyr

Asp
Tyr Cys
85
Thr

Lys Val

Sequence

Gly

Leu

His

Glu

Pro
Arg
Gly
40

Gly
Leu
His

Glu

Val Pro Ser Arg Phe Ser Gly Ser

Thr

Gln

Ile
105

Ala

25

Gln

Tle

Thr

Gln

Ile
105

154

60

Ile Ser Ser Leu Gln Pro Glu

75

80

Trp Ser Ser Asn Pro Leu Thr

90
Lys

Ser Leu Ala
10
Ser Ser Ser

Pro Pro Lys
Ala Arg

60
Ser Ser
75

Ser Ser

Pro

Tle

Trp
90
Lys

Val

Leu

Leu

45

Phe

Leu

Asn

Ser

Ser

30

Leu

Ser

Glu

Pro

95

Leu
15
Phe

Gly

Met

Ile Tyr

Gly Ser
Glu
80

Thr

Pro

Leu
95
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<223>Chemically synthesized

<400>234
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Leu Gln Lys Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Asp Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu
65 70 75 80
Asp Val Gly Val Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>235
<211>106
<212>PRT
{213>Artificial Sequence

220>
<223>Chemically synthesized

<400>235

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Ser Ser Leu Ser Phe Met

20 25 30
His Trp Tyr Leu Gln Lys Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Asp Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Ala Glu

65 70 75 80

Asp Val Ala Val Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr

85 90 95

155
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Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>236
<211>106
{212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>236
Asp Ile Gln Met Thr Gln Ser Pro Ser Thr Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro Glu
65 70 75 80
Asp Ile Ala Thr Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>237
<211>106
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>237
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
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20
His Trp Tyr Leu
35
Ala Thr Ser Asn
50

Gly Ser Gly Thr
65

Asp Val Ala Val

Phe Gly Gln Gly
100

<210>238
<211>106
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>238

Asp Ile Val
1

Glu Arg Ala

Met

Thr

20

His Trp Tyr Gln
35

Ala Thr Ser

50
Gly Ser Gly
65

Asp Phe Ala

Asn

Thr

Thr

Phe Gly Gln Gly

100

<210>239
<211>106
<212>PRT

Gln Lys Pro

Ala Ser
55

Phe Thr

70

Tyr Cys

Leu

Asp

Tyr
85

Thr Lys Val

Sequence

synthesized

Thr Gln Ser

Ile Asn Cys

Gln Lys Pro

Ala Ser
55

Phe Thr

70

Tyr Cys

Leu

Glu

Tyr
85

Thr Lys Val

Gly
40

Gly
Leu

His

Glu

Pro
Arg
Gly
40

Gly
Leu
His

Glu

25
Gln

Val

Thr

Gln

Ile
105

Asp
Ala
25

Lys
Val
Thr

Gln

Ile
105

157

Ser

Pro

Ile

Trp
90

Ser
10

Ser

Ala

Pro

Ile

Trp

90
Lys

30
Pro Gln Leu Leu
45
Asp Arg Phe Ser
60
Ser Ser Leu Gln
75

Ser Ser Asn Pro

Leu Ala Val Ser
Ser
30

Leu

Ser Ser Leu
Leu
45

Phe

Pro Lys
Ser Arg Ser

60
Ser Ser
75

Ser Ser

Leu Gln

Asn Pro

Ile Tyr

Gly Ser

Ala Glu

80
Leu Thr
95

Leu Gly
15
Phe Met

Ile Tyr

Gly Ser
Asp
80
Thr

Pro

Leu
95
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<213>Artificial Sequence

<2207
<223>Chemically synthesized

<400>239
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Val Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Leu Gln Lys Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu
65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>240
<211>106
{212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>240
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Asp

158
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65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
<210>241
<211>106
<212>PRT

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>241
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Asp
65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>242
<211>106
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>242
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Glu Ile Val Leu
1

Glu Arg Ala Thr

20
His Trp Tyr Gln
35
Ala Thr Ser Asn
50

Gly Ser Gly Thr

65

Asp Phe Ala Val

Phe Gly Gln Gly
100

<210>243
<211>106
<212>PRT
{213>Artificial

<2207
<223>Chemically

<400>243

Glu Ile Val Leu
1

Glu Arg Ala Thr

20
His Trp Tyr Gln
35
Ala Thr Ser Asn
50

Gly Ser Gly Thr

65

Asp Ile Ala Thr

Phe Gly Gln Gly
100

Thr

Leu

Gln

Leu

Glu

Tyr

85
Thr

Sequence

Gln

Ser

Lys

Ala

Phe

70

Tyr

Lys

Ser

Cys

Pro

Ser

55

Thr

Cys

Val

synthesized

Thr

Leu

Gln

Leu

Asp

Tyr

85
Thr

Gln

Ser

Lys

Ala

Phe

70

Tyr

Lys

Ser

Cys

Pro

Ser

55

Thr

Cys

Val

Pro
Arg
Gly
40

Gly
Leu
His

Glu

Pro
Arg
Gly
40

Gly
Phe
His

Glu

Ala Thr Leu Ser

Ala

25

Gln

Ile

Thr

Gln

Ile
105

Ala

Ala

25

Gln

Val

Thr

Gln

Ile
105

160

10

Ser

Pro

Pro

Ile

Trp
90

Thr
10

Ser

Pro

Pro

Ile

Trp

90
Lys

Ser Ser

Pro Lys

Ala Arg

60
Ser Ser
75

Ser Ser

Leu Ser

Ser Ser

Pro Lys

Ser Arg

60
Ser Ser
75

Ser Ser

Leu

Leu

Leu

45

Phe

Leu

Asn

Leu

Leu

Leu

45

Phe

Leu

Asn

Ser

Ser

30

Leu

Ser

Gln

Pro

Ser

Ser

30

Leu

Ser

Gln

Pro

Pro
15

Phe
Ile
Gly

Ser

Leu
95

Pro
15

Phe
Ile
Gly

Pro

Leu
95

Gly

Met

Tyr

Ser

Glu

80
Thr

Gly

Met

Tyr

Ser

Glu

80
Thr
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<210>244
<211>106
C212>PRT
{213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>244
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Val Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro Glu
65 70 75 80
Asp Ile Ala Thr Tyr Tyr Cys His Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
<210>245
<211>106
<212>PRT
<213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>245
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Ser Ser Leu Ser Phe Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
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50
Gly Ser Gly Thr
65
Asp Ile Ala Thr

Phe Gly Gln Gly
100

<210>246
<211>106
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>246

Glu Ile Val
1

Glu Arg

Leu
Ala Thr
20
His Tyr Gln
35

Ser

Trp

Ala Thr
50

Ser

Asn

Gly Thr
65

Asp

Gly

Phe Ala Thr

Phe Gly Gln Gly

100

<210>247
<211>106
<212>PRT
{213>Artificial

<220>
<223>Chemically

55
Asp Phe Thr Phe
70
Tyr Tyr Cys His
85
Thr Lys Val Glu

Sequence

synthesized

Thr Gln Ser Pro

Leu Ser Arg

Gln Lys Pro

40
Ala Ser Gly
55

Thr

Leu

Phe
70
Tyr

Asp Leu

Tyr Cys His

85
Thr Val

Lys Glu

Sequence

synthesized

60

Thr Ile Ser Ser Leu Gln Pro Glu

75

80

Gln Trp Ser Ser Asn Pro Leu Thr

90
Ile Lys
105

Thr
10

Ser

Gly Leu Ser
Ala
25

Gln

Ser Ser

Pro Pro Lys

Val Ser Arg

60
Ser Ser
75

Ser Ser

Pro

Thr Tle

Gln Trp
90
Ile Lys

105

162

Leu

Leu

Leu

45

Phe

Leu

Asn

Ser

Ser

30

Leu

Ser

Gln

Pro

95

Pro
15

Phe
Ile
Gly

Pro

Leu
95

Gly

Met

Tyr

Ser

Glu

80
Thr
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<400>247

Glu Tle Val Leu
1

Glu Arg Ala Thr

20
His Trp Tyr Gln
35
Ala Thr Ser Asn
50

Gly Ser Gly Thr

65

Asp Phe Ala Thr

Phe Gly Gln Gly
100

<210>248
<211>106
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>248

Glu Ile Val Met
1

Glu Arg Ala Thr

20
His Trp Tyr Gln
35
Ala Thr Ser Asn
50

Gly Ser Gly Thr

65

Asp Phe Ala Thr

Phe Gly Gln Gly

Thr Gln Ser

Leu Ser Cys

Gln Lys Pro

Leu Ala Ser
55
Asp Phe Thr
70

Thr Lys Val

Sequence

synthesized

Thr Gln Ser

Leu Ser Cys

Gln Lys Pro

Leu Ala Ser
55
Asp Phe Thr
70
Tyr Tyr Cys
85
Thr Lys Val

Pro
Arg
Gly
40

Gly
Leu
His

Glu

Pro
Arg
Gly
40

Gly
Leu
His

Glu

Ala

Ala

25

Gln

Val

Thr

Gln

Ile
105

Ala

Ala

25

Gln

Val

Thr

Gln

Ile

163

Thr Leu Ser
10

Ser Ser Ser

Pro Pro Lys

Pro Ser Arg
60
Ile Ser Ser
75
Trp Ser Ser

Thr Leu Ser
10

Ser Ser Ser

Pro Pro Lys

Pro Ser Arg
60
Ile Ser Ser
75
Trp Ser Ser
90
Lys

Leu

Leu

Leu

45

Phe

Leu

Asn

Val

Leu

Leu

45

Phe

Leu

Asn

Ser

Ser

30

Leu

Ser

Gln

Pro

Ser

Ser

30

Leu

Ser

Gln

Pro

Pro
15
Phe

Ile

Pro

Leu
95

Pro
15

Phe
Ile
Gly

Pro

Leu
95

Gly

Met

Tyr

Ser

Glu

80
Thr

Gly

Met

Tyr

Ser

Glu

80
Thr
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100 105

<210>249
<211>66
<212>DNA
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>249
atggacatga gggtccecege tcagetectg gggetectge tgetetgget ccecaggtgee 60
aaatgt 66

<210>250
<211>22
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>250
Met Asp Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp
1 ) 10 15
Leu Pro Gly Ala Lys Cys
20

<210>251
<211>324
<212>DNA
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>251
cgaactgtgg ctgcaccatc tgtcttcate ttccecgecat ctgatgagea gttgaaatct 60
ggaactgect ctgttgtgtg cctgetgaat aacttctatce ccagagagge caaagtacag 120

164
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tggaaggtgg ataacgecct ccaatcgggt aactcccagg agagtgtcac agagcaggac 180
agcaaggaca gcacctacag cctcagcage accctgacge tgagcaaage agactacgag 240
aaacacaaag tctacgcctg cgaagtcacc catcagggece tgagetcgee cgtcacaaag 300

agcttcaaca ggggagagtg ttaa 324

<210>252
<211>107
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>252
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 15
Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30
Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45
Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60
Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80
Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 95
Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210>253
<211>32
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>253
Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
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1
Leu Thr Ile Ser
20

<210>254
<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>254
Gly Val Pro Ser
1
Leu Thr Ile Ser
20

<210>255
<211>32
<212>PRT
{213>Artificial

220>
<223>Chemically

<400>255

Gly Ile Pro Ala
1

Leu Thr Ile Ser

20
<210>256
<211>32
<212>PRT
{213>Artificial
<220>
<223>Chemically

5 10 15
Cys Leu Gln Ser Glu Asp Phe Ala Thr Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr
5 10 15
Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Pro Gly Thr Asp Phe Thr
5 10 15
Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys
25 30

Sequence

synthesized
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<400>256
Gly Val Pro Ser
1
Leu Thr Ile Asn
20

<210>257
<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>257
Gly Ile Pro Ala
1
Leu Thr Ile Ser
20

<210>258
<211>32
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>258

Gly Val Pro Ser
1

Phe Thr Ile Ser

20
<210>259
<211>32
<212>PRT
{213>Artificial

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
5 10 15
Ser Leu Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
5 10 15
Ser Leu Gln Pro Glu Asp Phe Ala Val Tyr Tyr Cys
25 30

Sequence

synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
5 10 15
Ser Leu Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys
25 30

Sequence
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<220>
<223>Chemically
<400>259
Gly Ile Pro Pro
1
Leu Thr Ile Asn
20
<210>260
<211>32
<212>PRT
{213>Artificial
<220>
<223>Chemically
<400>260
Gly Val Pro Ser
1
Leu Thr Ile Ser
20
<210>261
<211>23
<212>PRT
{213>Artificial
<220>
<223>Chemically
<400>261

Asp Ile Val Met
1
Glu Pro Ala Ser
20

<210>262

synthesized

Arg Phe Ser Gly Ser Gly Tyr Gly Thr Asp Phe Thr

5 10 15
Asn Ile Glu Ser Glu Asp Ala Ala Tyr Tyr Phe Cys
25 30
Sequence
synthesized

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

5 10 15
Ser Leu Gln Pro Glu Asp Val Ala Thr Tyr Tyr Cys
25 30
Sequence
synthesized

Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
5 10 15
Ile Ser Cys

168



CN 101675074 B

F 3 *k 103/165

<211>23
<212>PRT
<213>Artificial
220>
<223>Chemically
<400>262
Asp Ile Val Met
1
Gln Pro Ala Ser
20
<210>263
<211>23
<212>PRT
{213>Artificial
<220>
<223>Chemically
<400>263
Glu Ile Val Leu
1
Glu Lys Val Thr
20
<210>264
<211>23
<212>PRT
{213>Artificial
<220>
<223>Chemically
<400>264

Glu Thr Thr Leu

1
Asp Lys Val Asn
20

Sequence

synthesized

Thr Gln Thr Pro Leu Ser Leu Ser Val Thr Pro Gly
5 10 15
Ile Ser Cys

Sequence

synthesized

Thr Gln Ser Pro Asp Phe Gln Ser Val Thr Pro Lys
5 10 15
Ile Thr Cys

Sequence

synthesized

Thr Gln Ser Pro Ala Phe Met Ser Ala Thr Pro Gly
5 10 15
Ile Ser Cys
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<210>265
<211>23
<2125PRT
{213>Artificial

<220>
<223>Chemically

<400>265
Ala Ile Arg Met
1
Asp Arg Val Thr
20

<210>266
<211>23
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>266
Ala Ile GIn Leu
1
Asp Arg Val Thr
20

<210>267
<211>23
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>267
Asn Ile Gln Met

Sequence

synthesized

Thr Gln Ser Pro Phe Ser Leu Ser Ala Ser Val Gly
5 10 15
Ile Thr Cys

Sequence

synthesized

Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
5 10 15
Ile Thr Cys

Sequence

synthesized

Thr Gln Ser Pro Ser Ala Met Ser Ala Ser Val Gly
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1
Asp Arg Val Thr
20

<210>268
<211>23
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>268
Asp Val Val Met
1
Gln Pro Ala Ser
20

<210>269
<211>23
<212>PRT
{213>Artificial

220>
<223>Chemically

<400>269

Asp Ile Val Met
1

Gln Pro Ala Ser

20
<210>270
<211>23
<212>PRT
{213>Artificial
<220>
<223>Chemically

5 10 15
Ile Thr Cys

Sequence

synthesized

Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly
5 10 15
Ile Ser Cys

Sequence

synthesized

Thr Gln Thr Pro Leu Ser Ser Pro Val Thr Leu Gly
5 10 15
Ile Ser Cys

Sequence

synthesized
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<400>270
Asp Val Val Met
1
Glu Lys Val Thr
20

<210>271
<211>23
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>271
Val Ile Trp Met
1
Asp Arg Val Thr
20

<210>272
<211>23
<212>PRT
{213>Artificial

<220>

<223>Chemically

<400>272

Ala Ile Arg Met
1

Asp Arg Val Thr

20
<210>273
<211>15
<212>PRT
{213>Artificial

Thr Gln Ser Pro Ala Phe Leu Ser Val Thr Pro Gly
5 10 15
Ile Thr Cys

Sequence

synthesized

Thr Gln Ser Pro Ser Leu Leu Ser Ala Ser Thr Gly
5 10 15
Ile Ser Cys

Sequence

synthesized

Thr Gln Ser Pro Ser Ser Phe Ser Ala Ser Thr Gly
5 10 15
Ile Thr Cys

Sequence
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<220>
<223>Chemically

<400>273
Trp Phe Gln Gln
1

<210>274
<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>274
Trp Tyr Gln Gln
1

<210>275
<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>275
Trp Tyr Leu Gln
1

<210>276
<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

synthesized

Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile Tyr

5 10 15

Sequence

synthesized

Lys Pro Ala Lys Ala Pro Lys Leu Phe Ile Tyr

5 10 15

Sequence

synthesized

Lys Pro Gly Gln Pro Pro Gln Leu Leu Ile Tyr

5 10 15

Sequence

synthesized
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<400>276
Trp Tyr Gln Gln
1

<210>277
211515
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>277
Trp Tyr Gln Gln
1

<210>278
211>156
<212>PRT
213>Artificial
<220>
<223>Chemically

<400>278
Trp Tyr Gln Gln
1

<210>279
<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>279
Trp Phe Gln Gln
1

Lys Pro Gly Lys Ala Pro Glu Leu Leu Ile Tyr

5 10 15

Sequence

synthesized

Lys Pro Gly Lys Val Pro Lys Leu Leu Ile Tyr

5 10 15

Sequence

synthesized

Lys Pro Glu Lys Ala Pro Lys Ser Leu lle Tyr

5 10 15

Sequence

synthesized

Arg Pro Gly Gln Ser Pro Arg Arg Leu Ile Tyr
5 10 15
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<210>280
<211>15
<212>PRT
{213>Artificial

220>
<223>Chemically

<400>280
Trp Tyr Gln Gln
1

<210>281
<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>281
Trp Phe Gln Gln
1

<210>282
<211>15
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>282
Trp Tyr Gln Gln
1

<210>283
<211>15
<212>PRT

Sequence

synthesized

Lys Pro Asp Gln Ser Pro Lys Leu Leu Ile Lys

5 10 15

Sequence

synthesized

Lys Pro Gly Lys Val Pro Lys His Leu Ile Tyr

5 10 15

Sequence

synthesized

Lys Pro Gly Lys Ala Pro Lys Arg Leu Ile Tyr
5 10 15
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{213>Artificial

<2207
<223>Chemically

<400>283
Trp Leu Gln Gln
1

<210>284
<211>156
<212>PRT
213>Artificial
<220>
<223>Chemically

<400>284
Trp Tyr Gln Gln
1

<210>285
<211>95
<2125PRT
{213>Artificial

<220>
<223>Chemically

<400>285

Asp Ile Gln Met
1

Asp Arg Val Thr

20
Leu Asn Trp Tyr
35
Tyr Ala Ala Ser
50
Ser Gly Ser Gly
65

Sequence

synthesized

Arg Pro Gly Gln Pro Pro Arg Leu Leu Ile Tyr
5 10 15

Sequence

synthesized

Lys Pro Gly Glu Ala Ala Ile Phe Ile Ile Gln
5 10 15

Sequence

synthesized

Thr Gln Ser Leu Ser Ala Ser Val
5 10 15
Ile Thr Arg Ala Ser Gln Ser Ile Ser Ser
25 30
Pro Gly Lys Ala Pro Lys Leu Leu

40 45
Ser Gly Val Pro Ser Arg Phe Ser
60
Thr Tle Ser Ser Leu Gln
75

Ser Pro Ser Gly

Cys Tyr

Gln Gln Lys Ile
Gln
55

Phe

Ser Leu Gly

Thr Thr Leu Pro

80

Asp
70
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Glu Asp Phe Ala

<210>286
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>286

Asp Ile Gln
1

Asp Arg Val

Met

Thr

20

Leu Asn Trp Tyr
35

Tyr Ala Ala

50
Ser Gly Ser
65

Glu Asp Phe

Ser

Gly

Ala

<210>287
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>287
Asp Ile Gln Met
1
Asp Arg Val Thr
20
Leu Asn Trp Tyr

Thr Tyr Tyr Cys Gln Gln Ser Tyr Ser Thr Pro

85

Sequence

synthesized

Thr Gln Ser

Ile Thr

Gln Gln
Gln
55
Phe

Ser Leu

Thr Asp
70
Thr Tyr

85

Tyr

Sequence

synthesized

Thr Gln Ser
5
Ile Thr Cys

Gln Gln Lys

90

Ser Ser
10

Ala Ser

25

Gly Lys

Pro

Arg

Pro
40
Ser Gly Val

Thr Leu Thr

Gln Gln
90

Cys

Pro
10

Gln
25

Leu Ser

Gln Ser

Ala Pro

Pro Ser
60

Ile Ser

75

Ser Tyr

Ala

Ile

45

Arg

Ser

Ser

Ser Ser Leu Ser Ala

Ala Ser Gln Asp lle

Ser

Ser

30

Leu

Phe

Leu

Thr

Ser

Ser
30

95

Val
15

Ser

Gly

Tyr

Leu Ile

Ser Gly

Gln Pro
80
Pro

95

Val Gly
15
Asn Tyr

Pro Gly Lys Ala Pro Lys Leu Leu Ile
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35
Tyr Asp Ala Ser
50
Ser Gly Ser Gly
65
Glu Asp Ile Ala

<210>288
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>288

Asp Ile Gln
1

Asp Arg Val

Met

Thr

20

Leu Asn Trp Tyr
35

Tyr Asp Ala

50
Ser Gly Ser
65

Glu Asp Ile

Ser

Gly

Ala

<210>289
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>289
Asp Ile Gln Met

Asn Leu Glu
55
Thr Asp Phe
70
Thr Tyr Tyr
85

Sequence

synthesized

Thr Gln Ser

Ile Thr

Gln Gln Lys
Glu
55

Phe

Asn Leu

Thr Asp
70
Thr Tyr

85

Tyr

Sequence

synthesized

40
Thr Gly Val Pro

Thr Phe Thr Ile
75
Cys Gln Gln Tyr
90

Pro Ser Ser Leu
10
Gln Ala Ser
25
Pro Gly Lys
40

Thr Gly Val

Gln

Ala

Pro

Thr Phe Thr Ile
75
Cys Gln Gln Tyr

90

Ser
60

Ser

Asp

Ser

Pro
Ser
60

Ser

Asp

45
Arg Phe Ser Gly

Ser Leu Gln Pro
80
Asn Leu Pro
95

Ala Val
15

Asn

Ser Gly

Ile Ser
30

Leu

Tyr

Leu Ile

45

Arg Phe Ser Gly

Gln Pro

80

Ser Leu

Pro
95

Asn Leu

Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
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1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Asn Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Val Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Val Ala Thr Tyr Tyr Cys Gln Lys Tyr Asn Ser Ala Pro
85 90 95

<210>290
<211>95
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>290
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Arg Asn Asp
20 25 30
Leu Gly Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Arg Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln His Asn Ser Tyr Pro
85 90 95

<210>291
<211>95
<212>PRT
<213>Artificial Sequence
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<220>
<223>Chemically synthesized
<400>291
Asn Ile Gln Met Thr Gln Ser Pro Ser Ala Met Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Arg Gln Gly Ile Ser Asn Tyr
20 25 30
Leu Ala Trp Phe Gln Gln Lys Pro Gly Lys Val Pro Lys His Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln His Asn Ser Tyr Pro
85 90 95

<210>292
<211>95
<212>PRT
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>292
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Asn Tyr
20 25 30
Leu Ala Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro
85 90 95

<210>293

180



CN 101675074 B }_% ﬁlj %‘_C 115/165 17T

<211>95
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>293
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro
85 90 95

<210>294
<211>95
{212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>294
Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Ala
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
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65
Glu Asp Phe Ala

<210>295
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>295

Ala Tle GIn
1

Asp Arg Val

Leu

Thr

20

Leu Ala Trp Tyr
35

Tyr Asp Ala

50
Ser Gly Ser
65

Glu Asp Phe

Ser

Gly

Ala

<210>296
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>296
Asp Ile Gln Met
1
Asp Arg Val Thr
20

70

75

Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro

85

Sequence

synthesized

Thr Gln Ser

Ile Thr

Gln Gln
Glu
55
Phe

Ser Leu

Thr Asp
70
Thr Tyr

85

Tyr

Sequence

synthesized

90

Pro Ser Ser
10
Arg Ala Ser
25
Pro Gly Lys
40
Ser Gly Val

Thr Leu Thr

Cys Gln Gln
90

Leu Ser

Gln Gly

Ala Pro

Pro Ser
60

Ile Ser

75

Phe Asn

Ala Ser

Ile Ser
30

Lys Leu

45

Arg Phe

Ser Leu

Ser Tyr

95

Val

15

Ser

Leu

Ser

Gln

Pro
95

80

Gly

Ala

Ile

Gly

Pro
80

Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly

5

10

15

Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp

25
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Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile

35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro
85 90 95
<210>297
<211>95
<212>PRT

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>297
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro
85 90 95
<210>298
<211>95
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>298
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Asp Ile Gln
1
Asp Arg Val

Leu

Thr

20

Leu Ala Trp Tyr
35

Tyr Ala Ala

50
Ser Gly Ser
65

Glu Asp Phe

Ser

Gly

Ala

<210>299
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>299

Ala Ile Arg
1

Asp Arg Val

Met

Thr

20

Leu Ala Trp Tyr
35

Tyr Tyr Ala

50
Ser Gly Ser
65

Glu Asp Phe

Ser

Gly

Ala

<210>300
<211>95
<212>PRT
{213>Artificial

Thr Gln Ser

Ile Thr Cys

Gln Gln Lys

Thr Gln
55
Phe

Leu
Thr Glu
70

Thr Tyr

85

Tyr

Sequence

synthesized

Thr Gln Ser

Ile Thr Cys

Gln Gln Lys
Gln
55

Tyr

Ser Leu

Thr Asp
70
Thr Tyr

85

Tyr

Sequence

Pro
Arg
Pro
40

Ser

Thr

Pro
Trp
Pro
40

Ser

Thr

Cys

Ser Phe Leu
10

Ala Ser

25

Gly

Gln

Lys Ala

Val Pro

Thr Tle
75

Leu

Leu
Gln Gln
90

Phe Ser Leu
10

Ala Ser

25

Ala

Gln

Lys Ala

Gly Val Pro

Thr Tle
7H

Tyr

Leu

Gln Gln

90

184

Ser
Gly
Pro
Ser
60

Ser

Asn

Ser
Gly
Pro
Ser
60

Ser

Tyr

Ala
Ile
Lys
45

Arg

Ser

Ser

Ala
Ile
Lys
45

Arg

Ser

Ser

Ser
Ser
30

Leu
Phe

Leu

Tyr

Ser
Ser
30

Leu
Phe

Leu

Thr

Val

15

Ser

Leu

Ser

Gln

Pro
95

Val

15

Ser

Phe

Ser

Gln

Pro
95

Gly

Tyr

Ile

Gly

Pro
80

Gly

Tyr

Ile

Gly

Pro
80
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<220>
<223>Chemically

<400>300
Ala Ile Arg Met
1
Asp Arg Val Thr
20
Leu Ala Trp Tyr
35
Tyr Ala Ala Ser
50
Ser Gly Ser
65

Glu Asp Phe

Gly

Ala

<210>301
<211>95
<212>PRT
{213>Artificial

<220>

<223>Chemically

<400>301

Val Ile Trp Met
1

Asp Arg Val Thr

20
Leu Ala Trp Tyr
35
Tyr Ala Ala Ser
50

Ser Gly Ser Gly

65

Glu Asp Phe Ala

synthesized

Thr Gln Ser

Ile Thr Cys

Gln Gln Lys

Thr Leu Gln
55

Asp Phe

70

Tyr Tyr

Thr

Thr
85

Sequence

synthesized

Thr
5
Ile

Gln Ser

Ser Cys

Gln Gln Lys

Thr Leu Gln
55

Asp Phe

70

Tyr Tyr

Thr

Thr
85

Pro
Arg
Pro
40

Ser

Thr

Pro
Arg
Pro
40

Ser

Thr

Cys

Ser

Ala

Leu

Gln

Ser
Met
25

Gly
Gly

Leu

Gln

185

Ser
10

Ser

Val

Thr

Gln
90

Leu
10

Ser
Lys
Val

Thr

Gln
90

Phe

Gln

Ala

Pro

Ile

75
Tyr

Leu

Gln

Ala

Pro

Ile

75
Tyr

Ser

Pro
Ser

60

Ser

Ser
Gly
Pro
Ser
60

Ser

Tyr

Ala

Ile

Ser

Ala
Ile
Glu
45

Arg

Cys

Ser

Ser
Ser
30

Leu
Phe

Leu

Tyr

Ser
Ser
30

Leu
Phe

Leu

Phe

Thr

15

Ser

Leu

Ser

Gln

Pro
95

Thr

15

Ser

Leu

Ser

Gln

Pro
95

Gly

Ser
80

Gly

Tyr

Tle

Gly

Ser
80
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<210>302
<211>95
C212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>302
Ala Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Arg Asn Asp
20 25 30
Leu Gly Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln Asp Tyr Asn Tyr Pro
85 90 95

<210>303
<211>95
<212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>303
Asp Ile Gln Met Thr Gln Ser Pro Ser Thr Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
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Ser Gly Ser Gly
65
Asp Asp Phe Ala

<210>304
<211>101
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>304

Asp Ile Val
1

Glu

Met

Ala Ser
20

Asn

Pro

Gly
35
Gln

Asp Asp

Pro Leu

50
Asp

Ser
Pro Phe
65
Ile

Arg

Ser Arg Val

Ile Glu Phe

100

Arg

<210>305
<211>101
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>305
Asp Ile Val Met

Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
70 75 80

Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Ser

85 90 95

Sequence

synthesized

Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

Ile Gln Ser Leu Leu Ser

30

Pro

Arg Ser Ser

25
Asp Trp
40

Thr Leu

Ser Cys

Thr Leu Gln Lys Gln
45
Tyr Arg Ala
60
Thr Asp Phe
75

Val Tyr Tyr

Tyr Leu Tyr

Ile Tyr
55

Gly Ser

70

Ala Glu

Leu Ser Ser Val

Ser Gly Ser Gly Thr Lys

80
Gln

Leu

Glu
85

Pro

Asp Val Gly

90

Met
95

Cys

Sequence

synthesized

Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

187
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1
Glu Pro Ala

Asp Asp Gly
35
Ser Pro Gln
50
Pro Asp Arg
65
Ile Ser Arg

Arg Ile Glu

<210>306

<211>100
<212>PRT

Ser

20

Asn

Leu

Phe

Val

Phe
100

{213>Artificial

<220>

<223>Chemically

<400>306

Asp Val Val
1

Gln Pro Ala

Asp Gly Asn
35
Pro Arg Arg
50
Asp Arg Phe
65
Ser Arg Val

Thr His Trp

<210>307

Met

Ser

20

Thr

Leu

Ser

Glu

Pro
100

Ile

Thr

Leu

Ser

Glu

85

Pro

10

Ser Cys Arg Ser Ser

25

Tyr Leu Asp Trp

40

Ile Tyr Thr Leu

55

Gly Ser Gly Ser

70

Ala Glu Asp Val

Sequence

synthesized

Thr

Tle

Tyr

Ile

Gly

Ala
85

Gln Ser

Ser Cys

Leu Asn

Tyr Lys
55

Ser Gly

70

Glu Asp

Pro
Arg
Trp
40

Val

Ser

Val

Leu
Ser
25

Phe
Ser

Gly

Gly

188

Tyr

Ser

Ser
10

Ser
Gln
Asn

Thr

Val
90

Gln Ser Leu

Leu Gln Lys

45

Tyr Arg Ala

60

Thr Asp Phe

75

Val Tyr Tyr

Leu

Gln

Gln

Arg

Asp

75
Tyr

Pro
Ser
Arg
Asp
60

Phe

Tyr

Val
Leu
Pro
45

Ser

Thr

Cys

Leu
30
Pro

Ser

Thr

Thr
Val
30

Gly
Gly

Leu

Met

15
Asp

Gly

Gly

Leu

Met
95

Leu
15

Tyr
Gln
Val

Lys

Gln
95

Ser

Gln

Val

Lys

80
Gln

Gly

Ser

Ser

Pro

Ile

80
Gly
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<211>100
<212>PRT
<213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>307
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly
1 5 10 15
Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val Tyr Ser
20 25 30
Asp Gly Asn Thr Tyr Leu Asn Trp Phe Gln Gln Arg Pro Gly Gln Ser
35 40 45
Pro Arg Arg Leu Ile Tyr Lys Val Ser Asn Trp Asp Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Gly
85 90 95
Thr His Trp Pro
100
<210>308
<211>100
<212>PRT
<213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>308
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser Val Thr Pro Gly
1 5 10 15
Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu His Ser
20 25 30
Asp Gly Lys Thr Tyr Leu Tyr Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Gln Leu Leu Ile Tyr Glu Val Ser Ser Arg Phe Ser Gly Val Pro
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50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Gly
85 90 95
Ile His Leu Pro
100
<210>309
<211>100
<212>PRT
{213>Artificial Sequence
<220>
<223>Chemically synthesized
<400>309
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser Val Thr Pro Gly
1 5 10 15
Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu His Ser
20 25 30
Asp Gly Lys Thr Tyr Leu Tyr Trp Tyr Leu Gln Lys Pro Gly Gln Pro
35 40 45
Pro Gln Leu Leu Ile Tyr Glu Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Ser
85 90 95
Ile Gln Leu Pro
100
<210>310
<211>100
<212>PRT

<213>Artificial Sequence

<220>

<223>Chemically synthesized

190
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<400>310
Asp Ile Val Met
1
Glu Pro Ala Ser
20
Asn Gly Tyr Asn
35
Pro Gln Leu Leu
50
Asp Arg Phe Ser
65
Ser Arg Val Glu

Leu Gln Thr Pro
100

<210>311
<211>100
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>311

Asp Ile Val Met
1

Glu Pro Ala Ser

20
Asn Gly Tyr Asn
35
Pro Gln Leu Leu
50

Asp Arg Phe Ser

65

Ser Arg Val Glu

Leu Gln Thr Pro

Thr

Ile

Tyr

Tle

Gly

Ala
85

Gln Ser

Ser Cys

Leu Asp

Tyr Leu
55

Ser Gly

70

Glu Asp

Sequence

synthesized

Thr

Ile

Tyr

Ile

Gly

Ala
85

Gln Ser

Ser Cys

Leu Asp

Tyr Leu
55

Ser Gly

70

Glu Asp

Pro
Arg
Trp
40

Gly

Ser

Val

Pro
Arg
Trp
40

Gly

Ser

Val

Leu
Ser
25

Tyr
Ser

Gly

Gly

Leu
Ser
25

Tyr
Ser

Gly

Gly

191

Ser

10

Ser

Leu

Asn

Thr

Val
90

Ser

10

Ser

Leu

Asn

Thr

Val
90

Leu

Gln

Gln

Arg

Asp

75
Tyr

Leu

Gln

Gln

Arg

Asp

75
Tyr

Pro
Ser
Lys
Ala
60

Phe

Tyr

Pro
Ser
Lys
Ala
60

Phe

Tyr

Val
Leu
Pro
45

Ser

Thr

Val
Leu
Pro
45

Ser

Thr

Cys

Thr
Leu
30

Gly
Gly

Leu

Met

Thr
Leu
30

Gly
Gly

Leu

Met

Pro
15

His
Gln
Val

Lys

Gln
95

Pro
15

His
Gln
Val

Lys

Gln
95

Gly

Ser

Ser

Pro

Tle

80
Ala

Gly

Ser

Ser

Pro

Ile

80
Ala
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100

<210>312
<211>100
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>312
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Ser Pro Val Thr Leu Gly
1 5 10 15
Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Ser
20 25 30
Asp Gly Asn Thr Tyr Leu Ser Trp Leu Gln Gln Arg Pro Gly Gln Pro
35 40 45
Pro Arg Leu Leu Ile Tyr Lys Ile Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Ala
85 90 95
Thr Gln Phe Pro
100

<210>313
<211>96
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>313
Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Ser
20 25 30

192
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Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45
Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu

65 70 75 80

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Ser Ser Pro
85 90 95

<210>314

<211>96

<212>PRT

{213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>314

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

1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Gly Ala Ser Gln Ser Val Ser Ser Ser
20 25 30
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Leu Ala Pro Arg Leu Leu
35 40 45
Ile Tyr Asp Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu

65 70 75 80

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Ser Ser Pro
85 90 95

<210>315

<211>95

<212>PRT

<213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>315
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Glu Ile Val
1
Glu Arg Ala

Met

Thr

20

Leu Ala Trp Tyr
35

Tyr Gly Ala

50
Ser Gly Ser
65

Glu Asp Phe

Ser

Gly

Ala

<210>316
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>316

Glu Tle Val Met
1

Glu Arg Ala Thr

20
Leu Ala Trp Tyr
35
Tyr Gly Ala Ser
50

Ser Gly Ser Gly

65

Glu Asp Phe Ala

<210>317
<211>95
<212>PRT
{213>Artificial

Thr Gln Ser

Leu Ser Cys

Gln Gln Lys

Thr Arg Ala
55

Glu Phe

70

Tyr Tyr

Thr

Val
85

Sequence

synthesized

Thr Gln Ser

Leu Ser Cys

Gln Gln Lys

Thr Arg Ala
55

Glu Phe

70

Tyr Tyr

Thr

Val
85

Sequence

Pro
Arg
Pro
40

Thr

Thr

Pro
Arg
Pro
40

Thr

Thr

Cys

Ala Thr Leu
10

Ala Ser

25

Gly

Gln

Gln Ala

Ile Pro

Thr Tle
75

Tyr

Leu
Gln Gln
90

Ala Thr
10

Ser

Leu

Ala
25
Gly

Gln

Gln Ala

Gly Ile Pro

Thr Tle
7H

Tyr

Leu

Gln Gln

90

194

Ser

Ser

Pro

Ala

60

Ser

Asn

Ser

Ser

Pro

Ala

60

Ser

Asn

Val
Val
Arg
45

Arg

Ser

Asn

Val
Val
Arg
45

Arg

Ser

Asn

Ser
Ser
30

Leu
Phe

Leu

Trp

Ser
Ser
30

Leu
Phe

Leu

Trp

Pro

15

Ser

Leu

Ser

Gln

Pro
95

Pro

15

Ser

Leu

Ser

Gln

Pro
95

Gly

Asn

Ile

Gly

Ser
80

Gly

Asn

Ile

Gly

Ser
80
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<220>
<223>Chemically synthesized
<400>317
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro
85 90 95

<210>318
<211>95
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>318
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Gly Val Ser Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Pro Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp His
85 90 95
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<210>319
<211>96
C212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>319

Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Ser

20 25 30
Tyr Leu Ser Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
35 40 45
Ile Tyr Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln

65 70 75 80

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Asp Tyr Asn Leu Pro

85 90 95

<210>320
<211>101
<212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>320
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15
Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Tyr Ser
20 25 30
Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60
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Pro Asp Arg Phe
65

Ile Ser Ser Leu

Tyr Tyr Ser Thr
100

<210>321
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>321

Glu Thr Thr
1

Asp

Leu

Val Asn
20

Tyr

Lys

Trp
35
Ala

Met Asn

Gln Glu
50
Gly

Thr

Ser Tyr Gly
65
Glu Ala

Asp Ala

<210>322
<211>95
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>322
Glu Ile Val Leu

Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

70

75

80

Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln

85

Pro

Sequence

synthesized

Thr

Ile

Gln

Thr

Thr

Tyr
85

Sequence

Gln

Ser

Gln

Leu

Asp

70
Tyr

Ser

Lys
Val

55
Phe

Phe

synthesized

90

Pro Ala Phe
10
Lys Ala Ser
25
Pro Gly Glu
40
Pro Gly Ile

Thr Leu Thr

Cys Leu Gln
90

Met Ser Ala

Gln Asp Ile

Ala Ala Ile
45
Pro Pro Arg
60
Ile Asn Asn
75
His Asp Asn

Thr
Asp
30

Phe
Phe

Ile

Phe

95

Pro

15

Ile

Ser

Glu

Pro
95

Gly

Asp

Ile

Gly

Ser
80

Thr Gln Ser Pro Asp Phe Gln Ser Val Thr Pro Lys

197
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1 5 10 15
Glu Lys Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile Gly Ser Ser
20 25 30
Leu His Trp Tyr Gln Gln Lys Pro Asp Gln Ser Pro Lys Leu Leu Ile
35 40 45
Lys Tyr Ala Ser Gln Ser Phe Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Asn Ser Leu Glu Ala
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys His Gln Ser Ser Ser Leu Pro
85 90 95

<210>323
<211>95
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>323
Glu Ile Val Leu Thr Gln Ser Pro Asp Phe Gln Ser Val Thr Pro Lys
1 5 10 15
Glu Lys Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile Gly Ser Ser
20 25 30
Leu His Trp Tyr Gln Gln Lys Pro Asp Gln Ser Pro Lys Leu Leu Ile
35 40 45
Lys Tyr Ala Ser Gln Ser Phe Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Asn Ser Leu Glu Ala
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys His Gln Ser Ser Ser Leu Pro
85 90 95
<210>324
<211>95
<212>PRT
<213>Artificial Sequence

220>

198
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<223>Chemically synthesized

<400>324
Asp Val Val Met Thr Gln Ser Pro Ala Phe Leu Ser Val Thr Pro Gly
1 5 10 15
Glu Lys Val Thr Ile Thr Cys Gln Ala Ser Glu Gly Ile Gly Asn Tyr
20 25 30
Leu Tyr Trp Tyr Gln Gln Lys Pro Asp Gln Ala Pro Lys Leu Leu Ile
35 40 45
Lys Tyr Ala Ser Gln Ser Ile Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Glu Ala
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Gly Asn Lys His Pro
85 90 95

<210>325
<211>98
<212>PRT
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>325

Gln Ser Val Leu Thr Gln Pro Pro Ser Val Ser Glu Ala Pro Arg Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn

20 25 30
Ala Val Asn Trp Tyr Gln Gln Leu Pro Gly Lys Ala Pro Lys Leu Leu
35 40 45
Ile Tyr Tyr Asp Asp Leu Leu Pro Ser Gly Val Ser Asp Arg Phe Ser
50 55 60

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln

65 70 75 80

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser Leu

85 90 95
Asn Gly

199
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<210>326

<211>99

C212>PRT

{213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>326

Gln Ser Val Leu Thr Gln Pro Pro Ser Val Ser Gly Ala Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly

20 25 30
Tyr Asp Val His Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu
35 40 45
Leu Ile Tyr Gly Asn Ser Asn Arg Pro Ser Gly Val Pro Asp Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Thr Gly Leu

65 70 75 80

Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Asp Ser Ser

85 90 95

Leu Ser Gly

<210>327

<211>98

<212>PRT

<213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>327

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn

20 25 30
Thr Val Asn Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu
35 40 45
Ile Tyr Ser Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
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50

95

60

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln

65
Ser Glu Asp Glu

Asn Gly

<210>328
<211>98
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>328
Gln Ser Val Leu
1
Arg Val Thr Ile
20
Tyr Val Tyr Trp
35
Ile Tyr Arg Asn
50
Gly Ser Lys Ser
65
Ser Glu Asp Glu

Ser Gly
<210>329
<211>98
<212>PRT

{213>Artificial

<220>
<223>Chemically

<400>329

70

75

80

Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser Leu

85

Sequence

synthesized

Thr Gln Pro Pro Ser

Ser Cys Ser Gly Ser
25
Tyr Gln Gln Leu Pro
40
Asn Gln Arg Pro Ser
55
Gly Thr Ser Ala Ser
70

Ala Asp Tyr Tyr Cys
85

Sequence

synthesized

201

90

Ala
10

Ser

Gly

Gly

Leu

Ala
90

Ser Gly

Ser Asn

Thr Ala

Val Pro
60

Ala Ile

75

Ala Trp

Thr
Ile
Pro
45

Asp

Ser

Asp

Pro

Gly

30

Arg

Gly

Asp

95

Gly
15

Ser
Leu
Phe

Leu

Ser
95

Gln

Asn

Leu

Ser

Arg

80

Leu
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Gln Ser Val Leu Thr Gln Pro Pro Ser Val Ser Ala Ala Pro Gly Gln
1 5 10 15

Lys Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn

20 25 30
Tyr Val Ser Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu
35 40 45
Ile Tyr Asp Asn Asn Lys Arg Pro Ser Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Lys Ser Gly Thr Ser Ala Thr Leu Gly Ile Thr Gly Leu Gln

65 70 75 80

Thr Gly Asp Glu Ala Asp Tyr Tyr Cys Gly Thr Trp Asp Ser Ser Leu

85 90 95
Ser Ala

<210>330

<211>99

<212>PRT

<213>Artificial Sequence
<220>

<223>Chemically synthesized

<400>330

Gln Ser Ala Leu Thr Gln Pro Pro Ser Ala Ser Gly Ser Pro Gly Gln
1 5 10 15

Ser Val Thr Ile Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr

20 25 30
Asn Tyr Val Ser Trp Tyr Gln Gln His Pro Gly Lys Ala Pro Lys Leu
35 40 45
Met Ile Tyr Glu Val Ser Lys Arg Pro Ser Gly Val Pro Asp Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Val Ser Gly Leu

65 70 75 80

Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Ser Ser Tyr Ala Gly Ser

85 90 95
Asn Asn Phe

<210>331
<211>99
<212>PRT

202
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{213>Artificial

<2207
<223>Chemically

<400>331
Gln Ser Ala Leu
1
Ser Val Thr Ile
20
Val Ser
35

Tyr Asp

Asn Tyr

Met Ile
50

Ser Gly

65

Gln Ala Glu Asp

Ser Lys

Tyr Thr Phe
<210>332
<211>99
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>332
Gln Ser Ala Leu
1
Ser Ile Thr Ile
20
Asn Tyr Val Ser
35
Met Ile Tyr
50
Ser Gly Ser

65

Glu

Lys

Sequence

synthesized

Thr Gln Pro

Ser Cys Thr

Tyr Gln

Val Ser Lys
55

Gly Asn

70
Ala Asp

Ser

Glu
85

Sequence

synthesized

Thr Gln Pro

Ser Cys Thr

Trp Tyr Gln

Val Ser Asn

55
Gly Asn
70

Ser

Arg
Gly
Gln
40

Arg

Thr

Tyr

Ala
Gly
Gln
40

Arg

Thr

Ser

Thr

25

His

Pro

Ala

Ser

Thr

25

His

Pro

Ala

203

Val

10

Ser

Pro

Ser

Ser

90

Val

10

Ser

Pro

Ser

Ser

Ser

Ser

Gly

Gly

Leu
75

Ser

Ser

Gly

Gly

Leu
75

Val
60
Thr

Ser

Gly

Asp

Lys

Val

60
Thr

Ser
Val
Ala
45

Pro

Ile

Tyr

Ser

Val

Ala
45

Ser

Ile

Pro
Gly
30

Pro
Asp

Ser

Ala

Pro
Gly
30

Pro

Asn

Ser

Gly
15

Gly
Lys

Arg

Gly

Gln

Tyr

Leu

Phe

Leu

80

Ser

Gln

Tyr

Leu

Phe

Leu
80
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Gln Ala Glu Asp

Ser Thr Leu

<210>333
<211>99
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>333

Gln Ser Ala Leu
1

Ser Val Thr Ile

20
Asn Arg Val Ser
35
Met Ile Tyr Glu
50

Ser Gly Ser Lys

65

Gln Ala Glu Asp

Ser Thr Phe

<210>334
<211>99
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>334

Gln Ser Ala Leu
1

Ser Ile Thr Ile

Glu Ala Asp Tyr Tyr Cys Ser Ser Tyr Thr Ser Ser
85 90 95

Sequence

synthesized

Thr Gln Pro Pro Ser Val Ser Gly Ser Pro Gly Gln
5 10 15

Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Ser Tyr

25 30
Trp Tyr Gln Gln Pro Pro Gly Thr Ala Pro Lys Leu
40 45
Val Ser Asn Arg Pro Ser Gly Val Pro Asp Arg Phe
55 60
Ser Gly Asn Thr Ala Ser Leu Thr Ile Ser Gly Leu
70 75 80
Glu Ala Asp Tyr Tyr Cys Ser Leu Tyr Thr Ser Ser
85 90 95

Sequence

synthesized

Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln
5 10 15
Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Ser Tyr

204
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20 25 30
Asn Leu Val Ser Trp Tyr Gln Gln His Pro Gly Lys Ala Pro Lys Leu
35 40 45
Met Ile Tyr Glu Val Ser Lys Arg Pro Ser Gly Val Ser Asn Arg Phe
50 55 60
Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Ile Ser Gly Leu
65 70 75 80
Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Cys Ser Tyr Ala Gly Ser
85 90 95
Ser Thr Phe

<210>335
<211>95
<212>PRT
{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>335
Ser Tyr Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln
1 5 10 15
Thr Ala Ser Ile Thr Cys Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala
20 25 30
Cys Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Val Leu Val Ile Tyr
35 40 45
Gln Asp Ser Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Met
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys Gln Ala Trp Asp Ser Ser Thr Ala
85 90 95

<210>336
<211>95
<212>PRT
<213>Artificial Sequence

220>

205
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<223>Chemically synthesized

<400>336
Ser Tyr Glu Leu Thr Gln Pro Leu Ser Val Ser Val Ala Leu Gly Gln
1 5 10 15
Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Asn Val
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Ile Tyr
35 40 45
Arg Asp Ser Asn Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Ala Gln Ala Gly
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Thr Ala
85 90 95

<210>337
<211>96
<212>PRT
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>337

Ser Tyr Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln
1 5 10 15

Thr Ala Arg Ile Thr Cys Ser Gly Asp Ala Leu Pro Lys Lys Tyr Ala

20 25 30
Tyr Trp Tyr Gln Gln Lys Ser Gly Gln Ala Pro Val Leu Val Ile Tyr
35 40 45
Glu Asp Ser Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Ser Ser Gly Thr Met Ala Thr Leu Thr Ile Ser Gly Ala Gln Val Glu

65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Tyr Ser Thr Asp Ser Ser Gly Asn His

85 90 95

<210>338

206
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<211>96
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>338

Ser Tyr Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ser Leu Gly Gln
1 5 10 15

Met Ala Arg Ile Thr Cys Ser Gly Glu Ala Leu Pro Lys Lys Tyr Ala

20 25 30
Tyr Trp Tyr Gln Gln Lys Pro Gly Gln Phe Pro Val Leu Val Ile Tyr
35 40 45
Lys Asp Ser Glu Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

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

65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Leu Ser Ala Asp Ser Ser Gly Thr Tyr

85 90 95

<210>339
<211>96
{212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>339
Ser Ser Glu Leu Thr Gln Asp Pro Ala Val Ser Val Ala Leu Gly Gln
1 5 10 15
Thr Val Arg lle Thr Cys Gln Gly Asp Ser Leu Arg Ser Tyr Tyr Ala
20 25 30
Ser Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Ile Tyr
35 40 45
Gly Lys Asn Asn Arg Pro Ser Gly Ile Pro Asp Arg Phe Ser Gly Ser
50 55 60

Ser Ser Gly Asn Thr Ala Ser Leu Thr Ile Thr Gly Ala Gln Ala Glu

207
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65
Asp Glu Ala Asp

<210>340
<211>96
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>340
Ser Tyr Val Leu
1
Thr Ala Arg lle
20
His Trp Tyr Gln
35
Tyr Asp Ser Asp
50
Asn Ser Gly Asn
65
Asp Glu Ala Asp

<210>341
<211>94
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>341
Ser Tyr Glu Leu
1
Thr Ala Arg Ile
20

70 75 80
Tyr Tyr Cys Asn Ser Arg Asp Ser Ser Gly Asn His
85 90 95

Sequence

synthesized

Thr Gln Pro Pro Ser Val Ser Val Ala Pro Lys

15

Thr Cys Gly Gly Asn Asn Ile Gly Ser Ser Val

25
Gly Gln
40
Gly Ile

30

Gln Ala Pro Val Leu Val
45
Glu Arg Phe
60
Ser Arg Val
75

Asp Ser Ser

Lys Pro Ile Tyr

Pro Ser Pro Ser Ser

55
Ala Thr
70

Tyr Cys

Arg

Thr Leu Thr Ile Glu Gly
80
Gln Val His

Tyr Ser

85 90

Sequence

synthesized

Thr Gln Leu Pro Ser Val Ser Val Ser Pro Gly Gln
5 10 15
Thr Cys Ser Gly Asp Val Leu Gly Glu Asn Tyr Ala
25 30

208
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Asp Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Glu Leu Val Ile Tyr

35 40 45
Glu Asp Ser Glu Arg Tyr Pro Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60
Thr Ser Gly Asn Thr Thr Thr Leu Thr Ile Ser Arg Val Leu Thr Glu
65 70 75 80
Asp Glu Ala Asp Tvr Tyr Cys Leu Ser Gly Asp Glu Asp Asn
85 90
<210>342
<211>96
<212>PRT

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>342

Ser Tyr Glu Leu Met Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln
1 5 10 15

Thr Ala Arg Ile Thr Cys Ser Gly Asp Ala Leu Pro Lys Gln Tyr Ala

20 25 30
Tyr Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Ile Tyr
35 40 45
Lys Asp Ser Glu Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

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

65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Ala Asp Ser Ser Gly Thr Tyr

85 90 95

<210>343
<211>94
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

209
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<400>343

Ser Tyr Glu
1

Thr Ala Arg

Arg Trp Phe
35
Lys Asp Ser
50
Ser Ser Gly
65
Asp Glu Ala

<210>344
<211>103
<212>PRT

Leu
Ile
20

Gln
Glu

Thr

Asp

{213>Artificial

<220>

<223>Chemically

<400>344

Leu Pro Val
1

Ser Ile Lys

Ile Glu Trp
35
Lys Val Lys
50
Arg Phe Met
65
Asn Leu GIn

Thr Ile Asp

<210>345

Leu
Leu
20

Tyr
Ser
Gly

Ser

Gly
100

Thr

Thr

Gln

Arg

Thr

Tyr
85

Gln Pro

Cys Ser

Lys Pro

Pro Ser
55

Val Thr

70

Tyr Cys

Sequence

synthesized

Thr

Thr

Gln

Asp

Ser

Asp

85
Gln

Gln Pro
Cys Thr
Gln Arg
Gly Ser

55
Ser Ser
70

Asp Glu

ValGly

Ser
Gly
Gly
40

Gly

Leu

Tyr

Pro
Leu
Pro
40

His
Gly

Ala

Ser
Asp
25

Gln
Ile

Thr

Ser

Ser
Ser
25

Gly
Ser

Ala

Glu

210

Val
10

Val
Ala
Pro

Ile

Ala
90

Ala
10

Ser
Arg
Lys

Asp

Tyr
90

Ser

Leu

Pro

Glu

Ser

75
Ala

Ser

Glu

Ser

Gly

Arg

75
His

Val

Ala

Val

Ala
His
Pro
Asp
60

Tyr

Cys

Ser
Lys
Leu
45

Phe

Ala

Asn

Leu
Ser
Gln
45

Gly

Leu

Gly

Pro
Lys
30

Val
Ser

Gln

Asn

Leu
Thr
30

Tyr
Ile

Thr

Glu

Gly
15

Tyr
Ile

Gly

Val

Gly
15

Tyr
Ile
Pro

Phe

Ser
95

Gln

Ala

Tyr

Ser

Glu
80

Ala

Thr

Met

Asp

Ser

80
His
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<211>99
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>345

Gln Pro Val Leu Thr Gln Ser Ser Ser Ala Ser Ala Ser Leu Gly Ser
1 5 10 15

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gly His Ser Ser Tyr Ile

20 25 30
Ile Ala Trp His Gln Gln Gln Pro Gly Lys Ala Pro Arg Tyr Leu Met
35 40 45
Lys Leu Glu Gly Ser Gly Ser Tyr Asn Lys Gly Ser Gly Val Pro Asp
50 55 60

Arg Phe Ser Gly Ser Ser Ser Gly Ala Asp Arg Tyr Leu Thr Ile Ser

65 70 75 80

Asn Leu Gln Leu Glu Asp Glu Ala Asp Tyr Tyr Cys Glu Thr Trp Asp

85 90 95
Ser Asn Thr

<210>346
<211>99
<212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized
<400>346
Gln Leu Val Leu Thr Gln Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala
1 5 10 15
Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gly His Ser Ser Tyr Ala
20 25 30
Ile Ala Trp His Gln Gln Gln Pro Glu Lys Gly Pro Arg Tyr Leu Met
35 40 45
Lys Leu Asn Ser Asp Gly Ser His Ser Lys Gly Asp Gly Ile Pro Asp
50 55 60
Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr Ile Ser

211
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65

Ser Leu Gln Ser

Thr Gly

<210>347
<211>104
<212>PRT

Ile

{213>Artificial

220>

<223>Chemically

<400>347

Gln Pro
1

Ser Ala

Tyr Asn

Leu Leu

50
Pro Ser
65

Leu Leu

Met Ile

<210>348

<211>104
<212>PRT

Val
Arg
Ile
35

Tyr
Arg

Ile

Trp

Leu

Leu

20

Tyr

Tyr

Phe

Ser

Pro
100

{213>Artificial

<220>

<223>Chemically

<400>348

Gln Ala Val Leu

70 75 80
Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Thr Trp Gly
85 90 95
Sequence
synthesized

Thr Gln Pro Pro Ser Ser Ser Ala Ser Pro Gly Glu

Thr Cys Thr Leu Pro Ser Asp Ile Asn Val Gly Ser
25 30
Trp Tyr Gln Gln Lys Pro Gly Ser Pro Pro Arg Tyr
40 45
Tyr Ser Asp Ser Asp Lys Gly Gln Gly Ser Gly Val
55 60
Ser Gly Ser Lys Asp Ala Ser Ala Asn Thr Gly Ile
70 75 80

Gly Leu Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys
85 90 95

Ser Asn Ala Ser

Sequence

synthesized

Thr Gln Pro Ala Ser Leu Ser Ala Ser Pro Gly Ala

212
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1
Ser Ala Ser

Tyr Arg Ile
35
Leu Leu Arg
50
Pro Ser Arg
65
Leu Leu Ile

Met Ile Trp

<210>349

<211>105
<212>PRT

Leu
20
Tyr

Tyr

Phe

Ser

His
100

{213>Artificial

<220>

<223>Chemically

<400>349

Gln Pro Val
1

Ser Val Arg

Phe Trp Ile
35
Leu Leu Tyr
50
Pro Ser Arg
65
Leu Arg Ile

Gly Thr Trp

<210>350

Leu

Leu

20

Arg

Tyr

Phe

Ser

His
100

Thr

Trp

Lys

Ser

Gly

85

Ser

Cys Thr

Tyr Gln

Ser Asp
55

Gly Ser

70

Leu Gln

Ser Ala

Sequence

synthesized

Thr

Thr

Trp

His

Ser

Gly

85

Ser

Gln Pro
Cys Met
Tyr Gln
Ser Asp

55
Gly Ser
70

Leu Gln

Asn Ser

Leu Arg
25

Gln Lys

40

Ser Asp

Lys Asp

Ser Glu

Ser

Ser Ser

Leu Ser

25
Gln Lys
40

Ser Asn

Asn Asp

Pro Glu

Lys Thr
105

10

Ser

Pro

Lys

Ala

90

His
10

Ser
Pro
Lys

Ala

Asp
90

213

Gly

Gly

Gln

Ser

75
Glu

Ser

Gly

Gly

Gly

Ser

75
Glu

Ile

Ser

Gln

60

Ala

Ala

Ala

Phe

Asn

Gln

60

Ala

Ala

Asn
Pro
45

Gly

Asn

Asp

Ser
Ser
Pro
45

Gly

Asn

Asp

Val
30

Pro
Ser

Ala

Tyr

Ser
Val
30

Pro
Ser

Ala

Tyr

15
Gly

Gln

Gly

Gly

Tyr
95

Gly
15

Gly
Arg
Gly

Gly

Tyr
95

Thr

Tyr

Val

Ile
80

Ala

Asp

Tyr

Val

Ile

80
Cys
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<211>98
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>350

Asn Phe Met Leu Thr Gln Pro His Ser Val Ser Glu Ser Pro Gly Lys
1 5 10 15

Thr Val Thr Ile Ser Cys Thr Arg Ser Ser Gly Ser lle Ala Ser Asn

20 25 30
Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Ser Ser Pro Thr Thr Val
35 40 45
Ile Tyr Glu Asp Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Sar
50 55 60

Gly Ser Ile Asp Ser Ser Ser Asn Ser Ala Ser Leu Thr Ile Ser Gly

65 70 75 80

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Asp Ser

85 90 95

Ser Asn

<210>351
<211>98
<212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>351
Gln Thr Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
1 5 10 15
Thr Val Thr Leu Thr Cys Ala Ser Ser Thr Gly Ala Val Thr Ser Gly
20 25 30
Tyr Tyr Pro Asn Trp Phe Gln Gln Lys Pro Gly Gln Ala Pro Arg Ala
35 40 45
Leu Ile Tyr Ser Thr Ser Asn Lys His Ser Trp Thr Pro Ala Arg Phe
50 55 60

214
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Ser Gly Ser Leu
65
Gln Pro Glu Asp

Ala Gln

<210>352
<211>98
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>352

Gln Ala Val Val
1

Thr Val Thr Leu

20
His Tyr Pro Tyr
35
Leu Ile Tyr Asp
50

Ser Gly Ser Leu

65

Gln Pro Glu Asp

Ala Arg

<210>353
<211>98
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>353
Gln Thr Val Val

Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val

70 75 80
Glu Ala Glu Tyr Tyr Cys Leu Leu Tyr Tyr Gly Gly
85 90 95
Sequence
synthesized

Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
5 10 15

Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly

25 30
Trp Phe Gln Gln Lys Pro Gly Gln Ala Pro Arg Thr
40 45
Thr Ser Asn Lys His Ser Trp Thr Pro Ala Arg Phe
55 60
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Ala
70 75 80
Glu Ala Glu Tyr Tyr Cys Leu Leu Ser Tyr Ser Gly
85 90 95

Sequence

synthesized

Thr Gln Glu Pro Ser Phe Ser Val Ser Pro Gly Gly

215
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1
Thr Val Thr

Tyr Tyr Pro
35
Leu Ile Tyr
50
Ser Gly Ser
65

Leu
20
Ser

Ser

Tle

Gln Ala Asp Asp

Gly Ile

<210>354
<211>104
<212>PRT

{213>Artificial

<220>

<223>Chemically

<400>354

Gln Pro Val
1

Ser Val Thr

Val Asp Trp
35
Arg Val Gly
50
Asp Arg Phe
65
Lys Asn Ile

His Gly Ser

<210>355
<211>98

Leu
Leu
20

Tyr
Thr
Ser

Gln

Gly
100

Thr

Trp

Thr

Leu

Glu
85

Cys Gly

Tyr Gln

Asn Thr
55

Gly Asn

70

Ser Asp

Sequence

synthesized

Thr

Thr

Gln

Gly

Val

Glu

85

Ser

Gln Pro
Cys Thr
Gln Arg
Gly Ile

55
Leu Gly
70

Glu Asp

Asn Phe

Leu
Gln

40
Arg

Tyr

Pro
Leu
Pro
40

Val
Ser

Glu

Val

10
Ser Ser
25
Thr Pro

Ser Ser

Ala Ala

Tyr Cys
90

Ser Ala
10

Ser Ser

25

Gly Lys

Gly Ser

Gly Leu

Ser Asp
90

216

Gly

Gly

Gly

Leu

75
Val

Ser

Gly

Gly

Lys

Asn

75
Tyr

Ser
Gln
Val
60

Thr

Leu

Ala
Tyr
Pro
Gly
60

Arg

His

Val
Ala
45

Pro

Ile

Ser
Ser
Arg
45

Asp

Tyr

Cys

Ser
30

Pro
Asp

Thr

Met

Leu
Asn
30

Phe
Gly

Leu

Gly

15
Thr

Arg

Arg

Gly
95

15
Tyr

Val

Ile

Thr

Ala
95

Ser

Thr

Phe

Ala

80

Ser

Ala

Lys

Met

Pro

Tle

80
Asp
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<212>PRT

{213>Artificial

<220>

<223>Chemically

<400>355

Gln Ala Gly Leu

1
Thr

Gly
35

Ser
50

Ala Ser Arg Ser

65

Pro

Ser Ala

<210>356
<211>1407
<212>DNA

{213>Artificial

220>

Ala Thr Leu

Ala Ala Trp

Tyr Arg Asn

Glu Asp Glu

5

20

85

Thr Cys

Sequence

synthesized

Thr Gln Pro Pro

Thr Gly

Leu Gln Gln His

40

Asn Asn Arg Pro

55

Gly Asn Thr Ala Ser
70
Ala Asp

Tyr Tyr

Sequence

<{223>Chemically synthesized

<400>356

atggagtttg
gtccagectge
tgcaaggctt
ggacagggtc
cagaagttca
caactgagca
gatcattact

accaagggcc

gcggeeetgg

ggctgagetg
agcagtctgg
ctggctacac
tggaatggat
aggacaaggc
gcctgacate
gcettgacta
catcggtctt
gctgecetggt

gctttttett
ggctgaactg
ctttactagg
tggatacatt
cacattgact
tgaggactct
ctggggcecaa
cceecetggea

caaggactac

Val
10

Ser

Ser Ser

Asn Asn
25
Gln His

Ser Ile
Thr
75

Ala

Leu

Ser
90

Cys

gtggctattt
gcaagacctg
tacacgatgc
aatcctagcce
acagacaaat
gcagtctatt
ggcaccactc
ccectecteca

ttccecgaac

217

Gly Leu
Asn Val Gly
30
Pro
45
Ser Glu Arg
60
Ile

Pro

Thr Gly

Trp Asp Ser

taaaaggtgt
gggcctcecagt
actgggtaaa
gtggttatac
ccteccagceac
actgtgcaag
tcacagtctce

agagcacctce

cggtgacggt

Arg Gln
15
Asn Gln

Leu Leu

Leu Ser

Gln
80

Leu

Leu

Ser
95

ccagtgtcag
gaagatgtcc
acagaggcct
taattacaat
agcctacatg
atattatgat
ctcagcctce

tgggggcaca
gtcgtggaac

120
180
240
300
360
420
480
540
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tcaggcgccce
tactccctcea
tgcaacgtga
tgtgacaaaa
gtcttcectet
acatgcgtgg
gacggegtgg
taccgtgtgg
aagtgcaagg
aaagggcage
aagaaccagg
gagtgggaga
tcegacgget
gggaacgtct

agcctctcece

<210>357
211>717
<212>DNA

tgaccagcgg
gcagegtggt
atcacaagcc
ctcacacatg
tccecccaaa
tggtggacgt
aggtgcataa
tcagcgtccet
tctccaacaa
cccgagaacc
tcagcctgac
gcaatgggcea
ccttetteet
tctecatgete
tgtctceggg

cgtgcacacc
gaccgtgccce
cagcaacacc
cccaccgtge
acccaaggac
gagccacgaa
tgccaagaca
caccgtectg
agccctecca
acaggtgtac
ctgeectggte
gceggagaac
ctacagcaag
cgtgatgcat

taaatga

<213>Artificial Sequence

<220>

<223>Chemically synthesized

<400>357

atggacatga
aaatgtcaaa
gtcaccatga
tcaggcacct
gctcacttceca
gctgaagatg
tcggggacaa
atcttcccge
aataacttct
ggtaactccce
agcaccctga

acccatcagg

<210>358

gggtcececege
ttgttctcac
cctgecagtge
cccccaaaag
ggggcagtgg
ctgccactta
agttggaaat
catctgatga
atcccagaga
aggagagtgt
cgctgagcaa

gcectgagete

tcagctectg
ccagtctccea
cagctcaagt
atggatttat
gtctgggacce
ttactgccag
aaaccgggct
gcagttgaaa
ggccaaagta
cacagagcag
agcagactac

gcceegteaca

ttceceggetg
tccagcaget
aaggtggaca
ccagcacctg
accctcatga
gaccctgagg
aagccgeges
caccaggact
gcececcateg
accctgecece
aaaggcttct
aactacaaga
ctcaccgtgg
gaggctctge

gggctectge
gcaatcatgt
gtaagttaca
gacacatcca
tcttactete
cagtggagta
gatcgaactg
tctggaactg
cagtggaagg
gacagcaagg
gagaaacaca

aagagcttca

218

tcctacagte
tgggcaccca
agagagttga
aactcctggg
tctceeggac
tcaagttcaa
aggagcagta
ggctgaatgg
agaaaaccat
catcccggga
atcccagega
ccacgcectcce
acaagagcag

acaaccacta

tgetetgget
ctgecatctce
tgaactggta
aactggctte
tcacaatcag
gtaacccatt
tggctgeacce
cctetgttgt
tggataacgc
acagcaccta

aagtctacgce

acaggggaga

ctcaggactc
gacctacatc
gcccaaatcet
gggaccgtca
ccctgaggte
ctggtacgtg
caacagcacg
caaggagtac
ctccaaagcce
tgagctgacc
catcgeccgtg
cgtgctggac
glggcagceag

cacgcagaag

cccaggtgece
aggggagaag
ccagcagaag
tggagtcccet
cggecatggag
cacgttcgge
atctgtctte
gtgcctgetg
cctccaatceg
cagcctcage
ctgcgaagtce
gtgttaa

600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1407

60

120
180
240
300
360
420
480
540
600
660
717
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<211>468
<212>PRT

{213>Artificial

<220>
<223>Chemically

<400>358

Met Glu Phe

1
Val

Pro

Thr

Glu

65

Gln

Thr

Tyr

Gly

Ser

145

Ala

Val

Ala

Val

His

225
Cys

Gln
Gly
Arg
50

Trp
Lys
Ala
Tyr
Gln
130
Val
Ala
Ser
Val
Pro
210

Lys

Asp

Cys
Ala
35

Tyr
Ile
Phe
Tyr
Cys
115
Gly
Phe
Leu
Trp
Leu
195
Ser

Pro

Lys

Gln
20

Ser
Thr
Gly
Lys
Met
100
Ala
Thr
Pro
Gly
Asn
180
Gln
Ser

Ser

Thr

Sequence

synthesized

Leu Ser Trp

Val Gln Leu

Val Lys Met

Met His Trp
55
Tyr Ile Asn
70
Asp Lys Ala
85
Gln Leu Ser

Thr Leu Thr
135
Leu Ala Pro
150
Cys Leu Val
165
Ser Gly Ala

Ser Ser Gly

Ser Leu Gly

215

Asn Thr Lys
230

His Thr Cys

Leu
Gln
Ser
40

Val
Pro
Thr
Ser
Asp
120
Val
Ser
Lys
Leu
Leu
200
Thr

Val

Pro

Phe

Gln

Ser

Leu

Leu

105

Ser

Ser

Asp

Thr

185

Tyr

Gln

Asp

Pro

219

Leu
10

Ser

Gln

Arg

Thr

90

Thr

His

Ser

Lys

Tyr

170

Ser

Ser

Thr

Lys

Cys

Val

Gly

Ala

Arg

Gly

75

Thr

Ser

Tyr

Ala

Ser

155

Phe

Gly

Leu

Tyr

Arg

235

Pro

Ala
Ala
Ser
Pro
60

Tyr
Asp
Glu
Cys
Ser
140
Thr
Pro
Val
Ser
Ile
220

Val

Ala

Ile
Glu
Gly
45

Gly

Thr

Asp
Leu
125
Thr
Ser
Glu
His
Ser
205
Cys

Glu

Pro

Leu
Leu
30

Tyr
Gln
Asn
Ser
Ser
110
Asp
Lys
Gly
Pro
Thr
190
Val
Asn

Pro

Glu

Lys
15

Ala
Thr
Gly
Tyr
Ser
95

Ala
Tyr
Gly
Gly
Val
175
Phe
Val
Val

Lys

Leu

Gly

Arg

Phe

Leu

Asn

80

Ser

Val

Trp

Pro

Thr

160

Thr

Pro

Thr

Asn

Ser

240

Leu
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Gly Gly Pro Ser
260
Met Ile Ser Arg
275
His Glu Asp Pro
290

Val His Asn Ala
305

Tyr Arg Val Val

Gly Lys Glu Tyr
340

Ile Glu Lys Thr

355
Val Tyr Thr Leu
370

Ser Leu Thr Cys

385

Glu Trp Glu Ser

Pro Val Leu Asp
420

Val Asp Lys Ser

435
Met His Glu Ala
450
Ser Pro Gly Lys
465

<210>359
<211>468
<212>PRT

<213>Artificial Sequence

220>

245
Val

Thr

Glu

Ser

325

Ile

Pro

Leu

Asn

405

Ser

Arg

Leu

Phe

Pro

Val

Thr

310

Val

Cys

Ser

Pro

Val

390

Gly

Asp

Trp

His

Leu

Glu

Ser

375

Gln

Gly

Gln

Asn
455

<223>Chemically synthesized

<400>359

250

Phe Pro Pro

Val
280
Phe

Pro

Thr

Val

Ala

360

Arg

Gly

Pro

Ser

Gln

440
His

265

Thr
Asn
Arg
Val
Ser
345
Lys
Asp
Phe
Glu
Phe
425

Gly

Tyr

220

Cys
Trp
Glu
Leu
330
Asn
Gly
Glu
Tyr
Asn
410
Phe

Asn

Thr

Lys

Val

Tyr

Glu

315

His

Lys

Gln

Leu

Pro

395

Asn

Leu

Val

Gln

Pro

Val

Val

300

Gln

Gln

Ala

Pro

Thr

380

Ser

Tyr

Tyr

Phe

Lys
460

Lys
Val
285
Asp
Tyr
Asp

Leu

Arg
365

Ser

Ser
445

Ser

Asp

270

Asp
Gly
Asn
Trp
Pro
350
Glu
Asn
Ile
Thr
Lys
430

Cys

Leu

255
Thr

Val

Val

Ser

Leu

335

Ala

Pro

Gln

Ala

Thr

415

Leu

Ser

Ser

Leu

Ser

Glu

Val

320

Asn

Pro

Gln

Val

Val

400

Pro

Thr

Val

Leu
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Met Glu Phe

1
Val

Pro

Thr

Glu

65

Gln

Thr

Tyr

Gly

Ser

145

Ala

Val

Ala

Val

His

225

Cys

Gly

Met

His

Val

Gln
Gly
Arg
50

Trp
Lys
Ala
Tyr
Gln
130
Val
Ala
Ser
Val
Pro
210
Lys
Asp
Gly
Ile
Glu

290
His

Cys
Ala
35

Tyr

Tle

Phe

Cys
115
Gly
Phe
Leu
Trp
Leu
195
Ser
Pro
Lys
Pro
Ser
275

Asp

Asn

Gly
Gln
20

Ser

Thr

Lys
Met
100
Ala

Thr

Pro

Asn
180
Gln
Ser
Ser
Thr
Ser
260
Arg

Pro

Ala

Leu

Val

Val

Met

Tyr

Asp

85

Gln

Arg

Thr

Leu

Cys

165

Ser

Ser

Ser

Asn

His

245

Val

Thr

Glu

Lys

Ser
Gln
Lys
His
Ile
70

Lys

Leu

Leu
Ala
150
Leu
Gly
Ser
Leu
Thr
230
Thr
Phe
Pro

Val

Thr

Trp

Leu

Met

55

Asn

Ala

Ser

Thr
135
Pro
Val
Ala
Gly
Gly
215
Lys
Cys
Leu
Glu
Lys

295
Lys

Leu
Gln
Ser
40

Val
Pro
Thr
Ser
Asp
120

Val

Ser

Leu
Leu
200
Thr
Val
Pro
Phe
Val
280

Phe

Pro

Phe
Gln
25

Cys
Lys
Ser
Leu
Leu
105
Asp
Ser
Ser
Asp
Thr
185
Tyr
Gln
Asp
Pro
Pro
265
Thr

Asn

Arg

221

Leu
10

Ser
Lys
Gln
Arg
Thr
90

Thr

His

Ser

Tyr
170
Ser
Ser
Thr
Lys
Cys
250
Pro
Cys

Trp

Glu

Val

Gly

Ala

Arg

75

Thr

Ser

Tyr

Ala

Ser

155

Phe

Gly

Leu

Tyr

Arg

235

Pro

Lys

Val

Tyr

Glu

Ala

Ala

Ser

Pro

60

Tyr

Asp

Glu

Cys

Ser

140

Thr

Pro

Val

Ser

Ile

220

Val

Ala

Pro

Val

Val

300
Gln

Ile
Glu
Gly
45

Gly

Thr

Asp
Leu
125
Thr
Ser
Glu
His
Ser
205
Cys
Glu
Pro
Lys
Val
285

Asp

Tyr

Leu
Leu
30

Tyr
Gln
Asn
Ser
Ser

110
Asp

Gly
Pro
Thr
190
Val
Asn
Pro
Glu
Asp
270
Asp

Gly

Asn

Lys
15

Ala
Thr
Gly
Tyr
Ser
95

Ala
Tyr
Gly
Gly
Val
175
Phe
Val
Val
Lys
Leu
255
Thr
Val

Val

Ser

Gly

Arg

Phe

Leu

Asn

80

Ser

Val

Trp

Pro

Thr

160

Thr

Pro

Thr

Asn

Ser

240

Leu

Leu

Ser

Glu

Thr
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305 310 315 320
Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
325 330 335
Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
340 345 350
Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
355 360 365
Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
370 375 380
Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
385 390 395 400
Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
405 410 415
Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
420 425 430
Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
435 440 445
Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
450 455 460

Ser Pro Gly Lys

465

<210>360
<211>238
<212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>360
Met Asp Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp
1 5 10 15
Leu Pro Gly Ala Lys Cys Gln Ile Val Leu Thr Gln Ser Pro Ala Ile
20 25 30
Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser
35 40 45
Ser Ser Val Ser Tyr Met Asn Trp Tyr Gln Gln Lys Ser Gly Thr Ser
50 55 60

222
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Pro Lys Arg Trp
65
Ala His Phe Arg

Glu
100

Pro

Ser Gly Met

Asn
115
Asp

Ser Ser

Ala
130
Asp

Arg Arg

Ser Glu Gln

145
Asn

Asn Phe

Ala Gln Ser
180

Thr

Leu

Ser
195
Glu

Asp

Tyr
210

Ser

Asp

Leu Ser Pro

225

<210>361
<211>136
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>361
Gln Val Gln Leu
1

Ser Val Lys Val
20

Thr Met His Trp

35
Gly Tyr Ile Asn

Ile Tyr Asp
70

Gly Ser

85

Ala

Gly

Glu Asp

Phe Thr Phe

Thr Val Ala
135
Lys Ser
150

Arg

Leu

Pro Glu

165
Gly

Asn Ser

Tyr Ser Leu

His Val

215

Lys

Val Thr

230

Sequence

synthesized

Val Glu Ser
5
Ser Cys Lys

Val Arg Gln

Pro Ser Arg

Thr
Ser
Ala
Gly
120
Ala
Gly
Ala
Gln
Ser
200

Tyr

Ser

Gly
Ala
Ala

40
Gly

Ser Lys

Thr
90
Thr

Gly

Ala
105
Ser

Pro Ser

Thr Ala
Val
170
Glu Ser
185
Ser Thr
Ala

Phe Asn

Ala Glu
10
Ser Gly
25

Pro Gly

Tyr Thr

223

Leu
75

Ser
Tyr
Thr
Val
Ser
155
Gln
Val
Leu

Glu

Arg
235

Val

Tyr

Lys

Asn

Ala

Tyr

Tyr

Lys

Phe

140

Val

Trp

Thr

Thr

Val

220
Gly

Lys

Thr

Gly

Tyr

Ser
Ser
Cys
Leu
125

Ile

Val

Glu
Leu
205
Thr

Glu

Lys

Phe

Leu
45

Asn

Gly Val Pro
80
Thr Tle
95

Gln

Leu

Gln
110
Glu

Trp

Ile Asn

Phe Pro Pro
Leu
160

Asn

Leu
Val Asp
175
Gln Asp
190

Ser

Ser

Lys Ala

His Gln Gly

Pro Gly Ala
15

Thr Arg Tyr

30

Glu Trp Met

Gln Lys Phe
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50
Lys Asp Arg Val
65
Leu Lys Leu Ser

Ala Arg Tyr Tyr
100
Thr Leu Val Thr
115
Pro Leu Ala Pro
130

<210>362
<211>136
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>362

Gln Val Gln Leu
1

Ser Val Lys Val

20
Thr Met His Trp
35
Gly Tyr Ile Asn
50

Lys Asp Arg Leu

65

Leu Thr Met Thr

Ala Arg Tyr Tyr
100
Thr Leu Val Thr
115
Pro Leu Ala Pro
130

Thr
Ser
85

Asp

Val

Ser

55
Ile Ser
70
Val Thr

Asp His

Ser Ser

Ser Lys
135

Sequence

synthesized

Val

Ser

Val

Pro

Thr

Asn

85

Asp

Val

Ser

Glu Ser
Cys Lys
Arg Gln
Ser Arg
55

Ile Ser
70

Met Asp
Asp His

Ser Ser

Ser Lys
135

Val

Ala

Tyr

Ala

120

Ser

Gly
Ala
Ala
40

Gly
Lys
Pro
Tyr
Ala

120

Ser

60

Asp Thr Ser Lys

75

Ala Asp Thr Ala

90

Cys Leu Asp Tyr

105

Ser Thr Lys Gly

Ala
Ser
25

Pro
Tyr
Asp
Val
Cys

105

Ser

224

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Leu

Thr

Val

Tyr

Lys

Asn

Ser

75

Thr

Asp

Lys

Thr
Gly
Tyr
60

Lys
Ala

Tyr

Gly

Asn Gln

Val Tyr

Trp Gly

110
Pro Ser
125

Lys Pro

Phe Thr
30

Leu Glu

45

Asn Gln

Asn Gln
Thr Tyr
Trp Gly

110

Pro Ser
125

Phe
Tyr
95

Gln

Val

Gly

15

Trp

Lys

Val

Tyr

95

Gln

Val

Ser
80
Cys

Gly

Phe

Ala

Tyr

Met

Phe

Val

80

Cys

Gly

Phe
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<210>363
<211>136
<212>PRT

{213>Artificial

220>
<223>Chemically

<400>363

Gln Val Gln

1
Thr

Thr

Gly

65

Leu

Thr

Thr

Pro

<210>364
<211>106
<212>PRT

Leu

Met

Tyr

50

Asp

Gln

Arg

Leu

Leu
130

Ser

His
35
Ile

Arg

Met

Tyr

Val

115
Ala

Leu
Leu
20

Trp
Asn
Phe
Asn
Tyr
100

Thr

Pro

{213>Artificial

<220>
<223>Chemically

<400>364

Asp Ile Gln Met

1

Sequence

synthesized

Gln

Thr

Val

Pro

Thr

Ser

85

Asp

Val

Ser

Sequence

Glu

Cys

Arg

Ser

Ile

70

Leu

Asp

Ser

Ser

Ser

Ala

Gln

His

Ser

Lys
135

synthesized

Gly
Val
Ala
40

Gly
Arg
Thr
Tyr
Ala

120

Ser

Pro

Ser
25

Pro

Gly
10

Gly
Gly
Thr
Asp
Asp
90

Leu

Thr

Leu

Tyr

Asn
Ser
75

Thr

Asp

Lys

Val

Thr

Gly

Gly

Phe

Leu

45

Asn

Asn

Val

Trp

Pro
125

Pro

Thr

30

Glu

Gln

Thr

Ser

Gln

Val

Glu

Tyr

Val

Phe

Tyr

80

Cys

Gly

Phe

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

5

225

10

15
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Asp Arg Val Thr
20
Asn Trp Tyr Gln
35
Asp Thr Ser Lys
50

Gly Ser Gly Thr
65

Asp Val Gly Val

Phe Gly Gln Gly
100

<210>365
<211>106
<212>PRT
{213>Artificial

<220>
<223>Chemically

<400>365

Asp Ile Gln Met
1

Asp Arg Val Thr

20
Asn Trp Tyr Gln
35
Asp Thr Ser Lys
50

Gly Ser Gly Thr

65

Asp Val Gly Val

Phe Gly Gln Gly
100

<210>366
<211>106

Ile Thr Cys

Gln Lys Pro

Leu Ala Ser
55
Asp Phe Thr
70
Tyr Tyr Cys
85
Thr Lys Val

Sequence

synthesized

Thr Gln Ser

Ile Thr Cys

Gln Lys Pro

Leu Ala Ser
55
Asp Phe Thr
70
Tyr Tyr Cys
85
Thr Lys Val

Ser
Gly
40

Gly
Leu

Gln

Glu

Pro
Ser
Gly
40

Gly
Leu

Gln

Glu

105

Ala Ser Ser Ser Val Ser

25
Gln

Val

Lys

Gln

Ile
105

Ser

Ala

25

Gln

Val

Lys

Gln

Ile

226

Pro

Pro

Tle

Trp
90

Thr
10

Ser

Ala

Pro

Ile

Trp

90
Lys

30

Pro Lys Leu Leu

45

Asp Arg Phe Ser

60

Ser Arg Val Glu

75

Ser Ser Asn Pro

Leu Ser

Ser Ser

Pro Arg

Asp Arg

60
Ser Arg
75

Ser Ser

Ala

Val

Leu

45

Phe

Val

Asn

Ser

Ser

30

Leu

Ser

Glu

Pro

Tyr

Ile

Gly

Ala

Phe
95

Val
15

Tyr
Tle
Gly

Ala

Phe
95

Mer

Tyr

Ser

Glu

80
Thr

Gly

Met

Tyr

Ser

Glu

80
Thr
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<212>PRT
<213>Artificial Sequence

220>
<223>Chemically synthesized

<400>366
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Ser Ala Ser Ser Ser Val Ser Tyr Met
20 25 30
Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
35 40 45
Asp Thr Ser Lys Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Asp
65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Ser Asn Pro Phe Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210>367
<211>106
<212>PRT
<213>Artificial Sequence

<220>
<{223>Chemically synthesized

<400>367
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Ser Ala Ser Ser Ser Val Ser Tyr Met
20 25 30
Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr
35 40 45
Asp Thr Ser Lys Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60

227
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Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Asp

65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Ser Asn Pro Phe Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
<210>368
<211>106
<212>PRT

{213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>368
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Val Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Ser Ala Ser Ser Ser Val Ser Tyr Met
20 25 30
Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr
35 40 45
Asp Thr Ser Lys Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Asp
65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Ser Asn Pro Phe Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
<210>369
<211>106
<212>PRT
<213>Artificial Sequence

<220>
<223>Chemically synthesized

<400>369
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Glu Ile
1
Glu Arg

Asn Trp

Asp Thr
50

Gly Ser

65

Asp Val

Phe Gly
<210>370

<211>106
<212>PRT

Val
Ala
Tyr
35

Ser
Gly

Ala

Gln

Met
Thr

20
Gln

Thr

Val

Gly
100

{213>Artificial

<220>

<223>Chemically

<400>370

Asp Ile Gln Met

1
Asp Arg

Asn Trp

Asp Thr
50

Gly Ser

65

Asp Phe

Phe Gly
<210>371

<211>106
<212>PRT

Val
Tyr
35

Ser
Gly

Ala

Gln

Thr
20

Gln
Lys
Thr

Val

Gly
100

{213>Artificial

Thr

Leu

Gln

Leu

Asp

Tyr

85
Thr

Gln Ser

Ser Cys

Lys Pro

Ala Ser
55

Phe Thr

70

Tyr Cys

Lys Val

Sequence

synthesized

Thr
5
Ile
Gln
Leu
Asp
Tyr

85
Thr

Gln Ser

Thr Cys

Lys Pro

Ala Ser
55

Phe Thr

70

Tyr Cys

Lys Val

Sequence

Pro
Ser
Gly
40

Gly
Leu

Gln

Glu

Pro
Ser
Gly
40

Gly
Leu

Gln

Glu

Ala Thr Leu

Ala
25

Gln
Val
Thr

Gln

Ile
105

Ser

Ala

25

Lys

Ile

Thr

Gln

Ile
105

10

Ser

Ala

Pro

Ile

Trp
90

Thr
10

Ser

Ala

Pro

Ile

Trp

90
Lys

229

Ser

Pro

Asp

Ser

75

Ser

Leu

Ser

Pro

Asp

Ser

75

Ser

Ser

Ser

Arg

60

Ser

Ser

Ser
Ser
Lys
Arg
60

Arg

Ser

Val

Val

Leu

45

Phe

Leu

Asn

Ala

Val

Leu

45

Phe

Leu

Asn

Ser

Ser

30

Leu

Ser

Gln

Pro

Ser

Ser

30

Leu

Ser

Glu

Pro

Pro
15
Tyr

Ile

Ala

Phe
95

Val
15
Tyr

Ile

Gly

Pro

Phe
95

Gly

Met

Tyr

Ser

Glu

80
Thr

Gly

Met

Tyr

Ser

Glu

80
Thr
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<220>

<223>Chemically

<400>371

Asp Ile Gln Met

1
Asp Arg

Asn Trp

Asp Thr
50

Gly Ser

65

Asp Ile

Phe Gly
<210>372

<211>106
<212>PRT

Val
Tyr
35

Ser
Gly

Ala

Gln

Thr
20

Gln
Lys

Thr

Thr

100

{213>Artificial

<220>

<223>Chemically

<400>372

Asp Ile Gln Met

1
Asp Arg

Asn Trp

Asp Thr
50

Gly Ser

65

Asp Val

Phe Gly

Val
Tyr
35

Ser
Gly

Gly

Gln

Thr
20

Gln
Lys
Thr

Val

Gly

synthesized

Thr
5
Tle

Gln

Leu

Tyr
85
Thr

Gln Ser

Thr Cys

Lys Pro

Ala Ser
55

Phe Thr

70

Tyr Cys

Lys Val

Sequence

synthesized

Thr

Ile

Gln

Leu

Asp

Tyr

85
Thr

Gln Ser

Thr Cys

Lys Pro

Ala Ser
55

Phe Thr

70

Tyr Cys

Lys Val

Pro
Ser
Gly
40

Gly
Phe

Gln

Glu

Pro
Ser
Gly
40

Gly
Leu

Gln

Glu

Ser

Ala

25

Gln

Val

Thr

Gln

Ile
105

Ser

Ala
25
Lys

Val

Lys

Gln

Ile

230

Thr
10

Ser

Pro

Pro

Ile

Thr
10

Ser

Ala

Pro

Ile

Trp

90
Lys

Leu

Ser

Pro

Ser

Ser

75

Ser

Leu

Ser

Pro

Asp

Ser

75

Ser

Ser

Ser

Ser

Ser

Ser
Ser
Lys
Arg
60

Arg

Ser

Ala

Val

Leu

45

Phe

Leu

Asn

Ala

Val

Leu

45

Phe

Val

Asn

Ser

Ser

30

Leu

Ser

Gln

Pro

Ser

Ser

30

Leu

Ser

Glu

Pro

Val
15
Tyr

Ile

Pro

Phe
95

Val
15

Tyr
Ile
Gly

Ala

Phe
95

Gly

Met

Tyr

Ser

Glu

80
Thr

Gly

Met

Tyr

Ser

Glu

80
Thr
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muFR1  muCDR1 muFR2 muCDR2 muFR3  muCDR3 muFR4  mu-TBE |

.

muCDR1 muCDR2 mu

hulCF1,
hulCF1,
hulCF1
huICF1 4
hulCF1,
huICF1 ¢

hulCF2,
hulCF2,,
hulCF2;

huICF3;
huICF3
huICF3,
hulCF3
huICF3 ,
hulCF3,
huICF3,
hulCF3,
hulCF3,

(hulCF4,)
(huICF4,)

e e e e e e e e e e emlmeoimier e olElMlLlSlElaLs s e u

B T et R L TERT LA A hib bbb D T LT L PR
B R L trrr PE YL AT SE SR PN EAE SE AL REA AL It SR TE b AE bbbl Ah St St A SRR St

1B

bulCF1, muCDR1 hulCF2; muCDR2 huICF3, muCDR3 (hulCF4,) (hu—IB7F)
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SIMINOODDAALYYAIVITSSI LILIAIOEOEOEIIEIADE T SOSV RN I TTIIVOIANODAMATANOIDAS YOO LI IANZOA LAS LAY SOLNAAT
aTSSSOHIXALYYATETTSNT LTLIAIOSHSOSITSIAD5A SOSYANI TTHASOAIAODAMHTSSOI SOSWIOLIIANTIILASDIAd SDLTALT
ATSSSOHDAALVYATYTTISNI L1LIALDSOSH IS JADS I SOSYAN T TTHASOAANODAMHISSOISOSYHOLIIANDIZ LASDIAGSOLIATE
JINAHGTOAAANYAESTINNT LILIGIOADE0618dd IDAATLIVIDI 13 TV IOANO0IMNRAGATAOSTIOS INANAOI IYSRIYA SDI LI

LS ARBOIXAAVAQIVDISSIITLIOIDSOSISIYAIADS BELSYMA L TTHAA0OdN00 AMVTANMNNSSATASOS SHONI LYHTDISAVISUd SOLHAIA
A TNAQODD K AAVAQTIOISSIITLIAIOSHSOS I MY IDIVILSYOA I TTIAUOOANDOANSTASS SASOSYEISTIVIIOAS TS TIVG SOIRATE
HMNSYO00AAAVAQIdTTISSILTIIAIOIDSOS UV IOIVUNSYAL I TTIAV0DINODANVIAS SADOS IO TIVEEDSTSTLYd SOLTALT
AMNSEODOAAAYAAFA TTSS T ITIIAIOSOSOSITVE IOIVINSYAAT TTHAVEOANOD AN TASSASOS WIS TIVIAOdS TS TIVA SOLTALT
AMNNADOOAXAYIQISYTSS I L TLITLOSOSOSIUYA IDIVYLSVOX I TTHAVOOANODXNYINS SASOS PHOSTIVHIDISASTIVE SOLRAT
dMRNAODDLAAYIAISOTSS ILILIALOSHSOSIUYd IDIVELSVOA T TTHAVOOINOOANYINS SASOEVHOSTIVIIOISASTIVISOLNATLE
ISSOADDIAAAYIATd FTES T LT LIALOSOSDSIUad IOITES SYAX I TTHAVIODOOAMTIASSSASOSYDISTINIIOISTSTIVASOLTALT
I8RO0 LXAYIAE TTHS TLTLIALOSOSOEI90a IO LHIS SYOX I TTEAYDOANODAMTTAS SSASOS YOS TIVEHOdSTS 1104 SOLTATA

23D IYOHOX AADATTYINES TN LI LOYOSOSIEAIADSIIRS IHA I'TTHAd0DTUOOTHS TAINDASHAIE DS SUOS IS VIO TLAS ST LOLHALA
maoqmazuw»>w>ma¢m>mmHM;amaawmwmwmhxam>ww¢mzwwq»anommowmuoqwan»z»wzmmgqummmommmﬁmmuma>mgmammoaz>un
I IO THOROAAADAQIVIAYS THTLICLOSOSOS I 90d ADSWINSOTA L'TT0ISOOINOTANATANAONSHTISOSSUDEISVAFOI LA TS TdSOIRATLA
A0 SORDAXADAQTYAAYS THTLIOLOSOSOSINAZADSIUNS AT X ITT0d 00N TANATAIIOASHTISOSSHIS IS VA0DI LAS TS T LOLHAIQ
JTHIOOHOAXASAQTYAANS INTLIALOSOSOSIMAADSIAS SATAITTOASDIANOTAMATAINOASHTISOSSHOSI8¥A0Dd LASTSTd LOLRAIL
mgmaoazow»>o>nmmm>mmaxaamoaumwmwmmem>wmnzzm>szq¢mmmoommOOMszg»azuomw>qmowwmumHm4mowqe>mqwqmmoaz>>n
uxmbwazu»»>w>nu4m>xmquahnaumwmwmmmam>omnm2m>MhqummmowmmOGMRZAwazonm»>gmommmomHmcuowaa>mqmamnoaz>>a
mmmumozo>»>o>am<m>mmqunhnauwwmwmmmnm>wnmm»mqa~HanmmowmmoqwanwezwonmnﬂqummmomHm<mmuma>mqmqmaosz>Hn
mmuumozomw>w>am¢w>xmquphnawmwmummmnm>wm¢m>qu»anummowmmoq»sngwazwoamnnumOmmmumummmuwma>mqmqmeasz>Hn
m»mz»ooowwammnomOAmmHagﬁmmsomomwmmmmm>wmmqwmmauHqq&mamwmmoo»x¢azwmnm@mmmopHpbmaw>m<mgammmoazcun
dINAQOTOALLRIAIIDTISS T LTLIALOSISISANSAADSOTSSYYA T TTHAIOANDOANI AN IDDSTIOLITANADASYSTSSESDLROTY
aI8AADOOAALEIAESOTOS I L TLIALOSD59SINSADSOTISYRA I TTIAVISINOOANYIAS STOOSHUIDS TLANIOLSYSTISISDINATA
dASAL000XALHIGISOTISI LTLIALDSHSISINSAADSOTLSYYA I TTAAVAOANOOANYTIAS SIDOSVIDLI LAADLSYSISEI SOLHEIY
mam»uooouwammnmmOAmmuaqe»opwmwmwmummm>wmoqmm4hwuqum<u¢mzoowz¢q»mmeOmmsoaHp>mow>m<mqmmmmoazmHa
m»mzqooowwaamommOAmmHagahmaumumwmhmmm>wmaqam<<»uqqum¢mwmmoo»s<qwmmeOmﬁmoaHpbmnw>m<wammmmOpaoHn
mhmzﬂooowwhmmammoqmmuagamaeuwwmmmmmmm>omoqmmcmwaqqmmAxwmmooysﬁqzmmHwqumoaHpbmaw>m4m>mmmmoaonn
mmmzmaoowwacmommcnmmHag@maeumwmwmhmmm>wmoqmm¢¢wHAqu¢mwmmoows¢qzmmeommmuaHp»mnw>m<m>mmmmoaonm
AASNAOOIX ALEIAEOTSST LTIIALOSOSOSIISADSTISSYAR I TTAIVIDA YOO AMYTYS SIDOS VYO LI LARADACUSISSdS0LT0IY
mmemooouwaamommoqmmHaqamnawmwnommmmm>wmuqwmﬂa»Hgﬁxm<uwmuco~smq<mmuwamamuaua»mmwpmamAmmmmoenon
m»mz»oouwwhamammoqmmusgpmnawmumummmmm>wmogmmcmeAmmmcummmooxsqummHuOmcmosupb&Q@»m«mqmmmmohona
m»mzwooo»»ammnmmoqmmHaqamoawmwmmmhmmm>wmogmm¢maugmxm<xwmmooms<qwzwawom¢muaua>maw>m<mqmmmmoeono
m»mzmoao»»ammammOnmmHaqammacmumwmhmmm>wmogmm¢<wuammm>mwmuooms«qwzmHwom¢moaap»maw>mmmzmmmmoaonz
m»mzmoqu»»ammammogmmHana&mawmwmwmkmmm>umonmm«ﬂ»namxmcxwmmoo»aquzmeowmmoaHp>maw>m<mgnmmmoeono
m«az»xoow»am>ammoaanhgpmoawnowwmmmmm>wmuaammmauqqu>mwmxoo»3¢quzWHwOmamoaHa>mow>mmmammmmoszoao
mazo»oouwwaauammagmmuamamnaomwmwmmmmm>wamazm4anaqumxwmmoc»szq»znHocwmooampbmow>m<mammmmoaonn
quo»ooowwaguammonmmuamphasmwwmmmhmmm>wawqzm¢a»Haqum<mwmuoowszgmzmHoomcooaHpbmow>m¢mammmmoazGHo
mpmwmooow»ammnmmogmmuaqamnawmwmwmmmmm>wmoqmm<<wuAqmm<mwmuoo>sza»mmumOmmmUBHpsmow>mmmnmmmm@ponn
mkw»wooo»»aﬁhammoqmmuanpmaswmwmwmummm>wmcgmmmmeqaxmcxwmuac»sqummHmOmmxuaHp>mnw>m<mAmmmmuaonn

(vee:
(gee:
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{12g:
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(61¢:
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(LTE:
{o1¢:
(g1€:
(p1e:
(e1¢:
(z1€:
(tie:
(o1€:
(60€:
(gog:
{Loc:
(90¢€:
(s0€:
{poc:
(go¢:
(zo¢:
(roc:
(ooc:
(662
(862:
(Lez:
(962:
(s62:
(v62:
(e62:
(z62:
(t62:
{062
(e82°
(88Z:
(L82:
(982t
(s8z:

ON
ON
ON
ON
ON
ON
ON
OoN
ON
ON
ON

ON

oas)
0Es)
0Is)
03s)
03s)
pas)
OaEs)
0zs)
DEs)
0zs)
0zs)
das)
Das)
0as)
bEs)
Das)
oas)
bes)
0zs)
DES)
DzEs)
Dzs)
Dzs)
bzs)
0ES)
bzs)
pas)
Das)
03s)
D3as)
0Is)
03s)
03s)
03s)
0Is)
0as)
Das)
pas)
tas)
DEs)
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YSTSSAMUSIAXAYIARIOTILI LTSKINOSHEYS TYAS IDSAUNNNASTING dEODHOYTMYYOONSANNS NOLOL T IV IO TON SASAADLTIVO
AJINSDEOHAYDIHAGSIATADINNT LIXINTOSHTASINAIIDADIEOAIDOIDANNATY IONSIUOD X MAANANS XDS STIOITIASYISYSYSIA0LTALD
IDSORATADXAASEAQYOYOL I L TUUENDTISO83UAIADSSUIRIS K I TINAVDOILOOANS AR RS ISASOSSTOOITLAIOOASASISITOLAALD
EVOSASTIDAXAIVIAIADVOSTLIVYEODTISOSINVA LASHINS 1AL I TINAYODINDOIMAI AHOS LAY LE SOOI TLALIONASALTEITOLAAND
OYOORXTTOAXIVIATADAOSTLINWAODTISOSIIVA LUSHARS LS X T THIAYDOTHDOIMNG AROSIAYOLSSUOITIALODESALTSATDLAALD
NSSAASODAAQVIAILITOSILISUSRS SSAISOSIIAIADSTIONIIAIATIAS SOTIODANOARNS VI SIS SYIOSTLALADISISASHADITHIN
LYSNSHMISOXKAVRATADTOSTHT I DUNYSHAN SIS IHSAAISOIDOINSUSHA X T TAEAANOANODAMI IMIADASIOSS THOL TIASYISSUSHSSADLTALO
EYSSHMIROARAVIATSOTOS ITTIOUNRSHANSO S IYSIADSHDDONASASN AN TIADA SOINODAMA THX IDARIOSYTLOITSYSYOASUSTSHADLIAYO
SYNSIMTHOXAAYIQESDTOS T T IOINYSYINSOS IS AADSO0DNASASA X ATIREAd SO RODAMA INASOANIASATLOL TEYSIDISUISSddDLTAID
1S39MI0DAKAVEATSOISS ILTASTESS 898U IO ADUSHSDASN T IXY 40N E AOOHAV I UXSSHOSSTLOLTIASYYISUSYSASOLITATO
azmnsmmuaaagmnuqomzmHeawmnqwmwmummmnm>umumzmmumumamzqudmmuumooamnnnHummmunnaauagn>nnuqnmmmmmn0hq>mo
9ADSII IHSIDOHASYIAASOINSI I IAYAYSSS SORIEIE IDIDISHEOASIANNIADI SHOIUON AN I LA LSHAS STLOLTE ISYDTIVS VSIdOITAdT
NRAVYSZOXX(¥IqIADYOS TITLIALLOSS OS2I IDSAIBSAHAIATAIVOOIZODIMTANIWIAGOSOLTEYIDOISASASSADITIRS
AIOSSAYSDIXAAVIATYOADSIITIALLOS S5SNI IDSINTSANA IATAAYODIHO0IMAVADIG TYAISOLIEVIDDISASASAaDNTIRS
NOZADSTOXXAYIATLTAYSILILLINGS 1EOS AT A IDI KU Z SATR TATIAVODA¥OD A MAYANADTAQDSIL TEVIOOISASASITOLTIRS
HASSSAMADIARAYEAOVIAYSTIIIVINDSNSOSJHTd IDSUASARA TATAIVODINOOAMHASNSOINNOODLIEVINDAYASASAd0LTARS
HEOSSOYSNOAXAYEZYOVOL LTS YLANDSSSISINAI IDSAUNNEDR TATAGYOOIAO0 A RS AXSLISADDOL TEAIDDTEASAYIAOLTIES
ALOSSUYSTOAKAVIATYOADS ILTIAL LOSSSOSI43dIDSIUISAIXIATAT IVDIN00 LMAVANIATYIOE DL IHVRDDTSASASJADITEAS
HN9SSULSADAAQEIAIADVOS LI TIVNIOSS 5950 IS AN SABATATAIVODSHOOAMAEANIITNAOSOL TEYL0DISASASIADITILS
YLSSARADIX A AYIaOVOVYSTITIVINOSNSIS 4 3d IDSAUNSQUA TATAAYODAND0 A BHANISOINNDDIL TUHIDD TYASASTIOSTAXS
MISSANYDIALA0RRARYOIOS LT IVINOSNEDEINHA1DE JINSADAIAIAISODANDOAMIYANAITIADSDIISYIDIISASASA3DITIAS
JISSOVASIOAAQYIATVOTOS T IISHINGSISOSTINS ADS DI SATR INTIAVIOAHODAMS ATNASOAQSS LOLOS I LISDOISOS ASYIVITYSD
J1SSSLATSOARAVIATVDTOS I LISEINOSHSOSNAIADSIINSATA IRTHAY LD IOOANS AINASDAQSSLOLIS TLASDOI SIS ASAFDLTYSO
T1SSSIASSOAXAVICAVOTOSTILTISVINDSESOSIUNSADSIUNSATA ITRTHAVIOIHODANS AARADOAUSSIOLISILISVDASOSASRIDLTUSO
Z12S9VASDOXAQYIAIVOTOS I ITSHIND SHEISINAAAOSATIS AN A INTHAVEOIHODANS AXNADDAQSSIOLOS ILASDOISO8ASHIDLTYSD
ZNNSOVASSOAAAYIAIVOTOSALTSHINDSHSOSNUIADSIINS AT K INTHAVIOIHDOAMS AXNADDAGSSLOLIS IIASDISAS VSIADITYSO
NYSTSSANISOXAGVIADIOTOLIOTIVS IOSHEDSINAd IOSIYRNNAX [T TIAVIOATOOANSARNNOINS SSDSOSILANDOIWVSASIDITASD
SSTSAANTEOAAGYATICYTIOE IVIEVE LDSESOSINAADSAUONNIX TTINGY IO TODANLA KNS INSSSOSOSTLAN0A 196 ¥S3aDLTASD
ENTSQAMYYIR AAYIAISTIOS [TISYSIOSHSOSTIAIADS TUONRS A TITHIVIOA TOOXNNALNSO INSE§DSIS I LAYODI LIS VS AGDLTASD

95775 SAASDIXAQVEATUGTOLINISYS IOSYSOSINQIADSAUNSNOA I TTHAV LA TOOAMHATAOYDINS SSOIOS I LAUDOIUISASAIOLTASD
SNTSQOMYEOXAAVIAISOTOS [WISUSIOSHSOSINASADSATIAAAA LT THAVIOTOOAMNAYNNDINS SSOSOS TLANOYAVEBASdOLTASD
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(9€e:
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ax das)
ax das)
ar das)
QI DIS)
qQr bas)
ar 03s)
Qaz 3as)
ar 03s)
qr das)
aqr 0as)
ar bas)
ar o3s)
a1 das)
ar o3s)
a1 0ds)
az 03s)
ar 03s)
ar das)
ar O3S}
az oas)
ar 0as)
ar 0as)
g1 03s)
UL Dus)
ar 0ds)
ar d3s)
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FESEMIEE:  (SEQ 1D NO: 356)

ATGGAGTTTGGGCTGAGCTGGCTTTTTCTTGTGGCTATTTTAARAGGTGTCCAGTGTCAGGTCCAGCTGCAGC
AGTCTGGGGCTGAACTGGCAAGACCTGGGGCCTCAGTGAAGATGTCCTGCARGGCTTCTGGCTACACCTTTAC
TAGGTACACGATGCACTGGGTAARACAGAGGCCTGCACAGGGTCTGGAATGGATTGGATACAT TAATCCTAGC
CGTGGTTATACTAATTACARATCAGAAGTTCAAGGACAAGGCCACALTGACTACAGACAAATCCTCCAGCACAG
CCTACATGCAACTGAGCAGCCTGACATCTGAGGACTCTGCAGTCTATTACTGTGCAAGATATTATGATGATCA
TTACTGCCTTGACTACTGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGCCTCCACCARGGGCCCATCGGTC
TTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGLCCTGGGCTGCCTGGTCAAGGACTACT
TCCCCGAACCGGTGACGGTGTCCTGEAACTCAGGCGCCCTGACCAGCGECETGCACACCTTCCCGGCTGTCLT
ACAGTCCTCAGGACTCTACTCCCTCNGCNGCGTGGTCACCGTCCCCTCCAGCAGCTTGGGCACCCAGACCTAC
ATCTGCARCGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCARATCTTGTGACAAAA
CTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCARRACC
CAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGCTGGACGTGAGCCACGARGACCCT
GAGGTCAAGTTCAACTGGTACGTGGACGGCGTGEAGGTGCATARTGCCAAGACARAGCCGCGGGAGGAGCAGT
ACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCARGGAGTACAA
GTGCAAGGTCTCCARACARAGCCCTCCCAGCCCCCATCGAGARAACCATCTCCARAGCCAAAGGGCAGCCCCGA
GRACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGRACCAGGTCAGCCTGACCTGCCTGE
TCARAGGCTTCTATCCCAGCGACRTCGCCGTGGAGTGGGAGAGCRAATGGGCAGCCGGAGAACAACTACAAGAC
CRCGCCTCCCGTGCTGGACTCCGACGGCTICCTTCTTCCTCTACAGCAAGCTCACCGTGGACRAGAGCAGGTGG
CAGCAGGGGARCGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCT
CCCTGTCTCCGGGTAARTGA

2432 {k:  (SEQ ID NO: 357)

ATGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTCCTGCTGCTCTGGCTCCCAGGTGCCARRTGTCARATTG
TTCTCACCCAGTCTCCAGCAATCATGTCTGCATCTCCAGGGGAGARGCTCACCATGACCTGCAGTGCCAGCTC
AAGTGTARGTTACATGAACTGGTACCAGCAGARGTCAGGCACCTCCCCCARARGATGGATTTATGACACATCC
ARACTGGCTTCTGGAGTCCCTGCTCACTTCAGGGGCAGTGGGTCTGGCACCTCTTACTCTCTCACARTCAGCG
GCATGGAGGCTGAAGATGCTGCCACTTATTACTGCCAGCAGTGGAGTAGTAACCCATTCACGTTCGGCTCGGE
GACAAAGTTGGAAATAARCCGGGCTGATCGAACTGTGGCTGCACCATCTGTCT TCATCTTCCCGCCATCTGAT
GAGCAGTTGAAATCTCEGRACTGCCTCTGTTGTGTIGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTAC
AGTGGAAGGTGGATARCGCCCTCCAATCGGGTARCTCCCAGGAGAGTGTCACAGAGCAGGACAGCARGGACAG
CACCTACRGCCTCAGCAGCACCCTGACGCTGAGCARAGCAGACTACGAGRAACACAAAGTCTACGCCTGCGAR
GTCACCCATCAGGGCCTGAGCTCGCCCGTCACARAGAGCTTCAACAGGGGAGAGTGTTAA

K10 HuFR $T -CD3 Huikffesk ( B) EHE (F) 751
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HC DVSA-CD3 (Fc Null): (SEQ ID NO :358)

MEFGLSWLFLVAILKGVQCQVQLOQSGAELARPGASVKMSCKASGYTETRY TMHWVKORPGOGLEWIGYINPSRG
YTNYNQKFKDKATLTTDKSSSTAYMQLSSLTSEDSAVYYCARYYDDHYCLDYWGQGTTL §§ASTK§E§ FPLA
PSSKSTSGGTAALGCLVKDYFPE W

EALHNHYTQKLSLK

HC DVSA-CD3: (SEQ ID NO :359)

MEFGLSWLFLVAILKGVQCQVQLOQOSGAELARPGASVKMSCKASGYTETRY TMHWVKORPGOGLEWIGYINPSRG
YTNYNQ(FKDKATLTTDKSSSTAYMQ SSLTSEDSAVYYCARYYDDHRYCLDYWGQGTTLTVSSASTKGPSVFPLA

TEN
EALHNHYTQKSLSLgPEK

LC DVSA-CD3: (SEQ ID NO :360)

MDMRVPAQLLGLLLLWLPGAKCQIVLTQSPAIMSAS PGEKVTMTCSASSSVSYMNWYQOKSGTSPKRWI YDTSKL
ASGVPAHFRGSGSGTSYSLTISGMEAEDAATYYCQQWSSNPFTFGSGTKLETNRADRTVAAPSVFIFPP§QEQ§§

\'s 1

K11 HuFR $T -CD3 fuikffest ( B) MEEE (F)
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BD20610
BD20611
BD20613

BDZ20610
BD20611
BD20613

BD20610
BD20611
BD20613

BSE5 (SEQ 1D NOS: 361-363)

1 50
QVQLVESGAEVKKPGASVKVSCKASGYTETRY TMHWVROA PGKGLEWMGY
QVQLVESGAEVKKPGASVKVSCKASGYTFTRYTMHWVRQAPGKGLEWMGY
QVQLOESGPGLVKPSETLSLTCAVSGYTEFTRY TMHWVRQAPGKGLEWVGY

51 100
INPSRGYTNYNQKFKDRVTISVDTSKNQFSLKLSSVTAADTAVYYCARYY
INPSRGYTNYNQKE'KDRLTISKDTSKNOQVVLTMINMDPVDTATYYCARYY
INPSRGYTNYNQKFKDRFTISRDDSKNTAYLOMNSLKTEDTAVYYCTRYY

101 136
DDHYCLDYWGQGTLVTVSSASTKGPSVFPLAPSSKS
DDEYCLDYWGQGTLVTVSSASTKGPSVFPLAPSSKS
DDHYCLDYWGOGTLVTIVSSASTKGPSVFPLAPSSKS

.
=

BD21130
BD21131
BD21132
BD21133
BD21134
BD21135
BD21136
BD21137
BD21138

BD21130
BD21131
BD21132
BD21133
BD21134
BD21135
BD21136
BD21137
BN21138

B 5% (kappa) §& (SEQ ID NOS: 364-372)

1

55

DIQMTQSPSSLSASVGDRVTITCSASSSVSYMNWYQOKPGQPPKLLIYDTSKLAS
DIQOMTQSPSTLSASVGDRVTITCSASSSVSYMNWYQOKPGOAPRLLIYDTSKLAS
EIVLTQSPATLSELSPGERATLSCSASSSYVSYMNWYQOKPGKAPKLLIYDTSKLAS
DIVMTQSPLSLPVTPGEPASISCSASSSVSYMNWYQQOKPGQPPRLLIYDTSKLAS
EIVMTQSPATLEVSPGERATLSCSASSSVSYMNWYQOKPGQPPKLLIYDTSKLAS
EIVMTQSPATLSVSPGERATLSCSASSSVSYMNWYQQKPGOAPRLLIYDTSKLAS
DIOMTQSPSTLSASVGDRVIITCSASSSVSYMNWYQOKPGKAPKLLIYDTSKLAS
DIQMTQSPSTLSASVGDRVTITCSASSSVSYMNRYQQKPGOPPKLLIYDTSKLAS
DIQMTQSPSTLSASVGDRVTITCSASSSVSYMNWYQQKPGKAPKLLIYDTSKLAS

56 106
GVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCQOWSSNPFTFGQGTKVEIK
GVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCQOWSSNPFTFGQGTKVEIK
GVPSRFSGSGSGTEFTLTISSLOPDDFATYYCQOWSSNPETFGQGTKVEIK
GVPSRFSGSGSGTEFTLTISSLOPDDFATYYCQOWSSNPEFTFGQGTKVEIK
GVPSRFSGSGSGTEFTLTISSLOPDDFATYYCQQWSSNPFTFGQGTKVEIK
GVPDRFSGSGSGTDFTLTISSLQOAEDVAVYYCQOWSSNPFTFGQGTKVELK
GIPDRFSGSGSGTDETLTISRLEPEDFAVYYCOQWSSNPFTFGQGTKVEIK
GVPSRFSGSGSGTDFTFTISSLOPEDIATYYCQOQWSSNPFTFGQGTKVEIK
GVPDRFSGSGSGTDFTLKISRVEREDVGVYYCQOWSSNPFTFGQGTKVEIK

B 12 $1-CD3 PuiEH) HuFR HC AT LC mJ 4B [X
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