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L —Fhpuih, HAa &

a) FLEEA Fe Z K Fe A8 AR B, b Firid Fe B AR GL & ik B DU a1 4l
B SE £5 4448, :SEQ 1D NO: 7.52 i 53 0

b) ik H BLR P8 A R e 2 25 A Bk FEEE :SEQ ID NO: 1.8.17.18.58.59.60.29.
30.31.32 F1 33, H A AR HE UAE Kabat Wi EU R 51 #HTHR S .

2. MRAERUR)EE SR 1 TR IdiiA, Hedr prid A5 2 45448 b P 51 SEQ 1D NO: 7 ZH ki JF
H a2 45 /3 i 7 71 SEQ 1D NO: 8 4 k.

3. MRAE BRI EE R 1 iR Pk, o prid 55 2 45 #38h P 81 SEQ 1D NO: 52 4 Ak
I H R EEE 5 /380t 7 %)) SEQ 1D NO: 8 ZH Ak

4. WRAB BRI ER 1 Frid b, Hod prid 55 e 454380 P %1 SEQ 1D NO: 53 4k
I H 8 E a5 /380 7 41 SEQ 1D NO: 8 ZH Ak

5. — M Fe fh &, HAH

a) L&A Fe ZIKH Fe A8 Ak B e, Hob pirid Fe B R R & ik B UL 7o 4
J% R 2 Z5 444 :SEQ 1D NO: 7.52 1 53,
PR IR LGRS AR EE R 14 T — TR (TR
PR, H GRS WBRI ZEK 5 FriR i Fe @A 8 .
PR A0, S A ROR R 6 B T BT AL IR

9. —F= A IR ZE SR 1-4 WAL — TR IR IPTAAR I 7572, BT J7 V2 B0 H6 85 77 i BUR 22
SR 8 I 1)1 =5 4 RN M BT IR 4 8% 7R [T RT IR A A

—

co N O
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BB EUMER SRR

[0001] A i AR 41 55 [ v B 2R 35 0% 119 25 223K 2010 4 7 A 29 H #& 22 1 32 [ Il i
T 5 61/368, 962 52010 4F 7 H 29 H #4213 B s i HI5 /75 61/368, 969 52010 4 10
H 8 HHZAZ 26 H It B 75 61/391, 509 ;2010 4E 10 H 8 HHEAZ (K3 I N Hii iy 5
61/391, 515 ;LA S 2011 = 2 H 3 HIRAS I ZE GRS BG5S 61/439, 263 HIRL 2, I Hix it
H 3 A2 DA S 07 Al A A s,

& RRSTUEL

[0002] AR B AR b K T OO BopA (135 L, I ELTE— S 0 R 7 A s I i K 2
VIR 712 (s in ik P g -2 81 ) A AR ik

[0003] REHE =

[0004]  PUARLE SR RMEPURK R EA . ERZEHAIY (A ARAVNR ) h,
PO Bk 1 5 2 B RN 42 22 IR BN 8 T Rl BE R BE RS th s EREE Y (Tg) 45 Mididd]
Fls FF EL IR 3 RS S g Bk s L F T TR B 1 T - B 25 B35 B A 55 1 IX AL i, X
ANHH 5 0 X B FR O T AR X RAE E X o 4 ] A% RN 8 v A8 X A 2 TR BE 2 1 7 51 2
FEME, I BLA se s & a8 2 ORI BN P A 2 M6V, JE B 545 A 2 KRR &
H B LAME S| B ZER A . B AR, AR BRI RIS U, Brid i a4
TgA (AL 70 TgAl 1 TgA2) \TgD TgE TgG (HALFE 72l TgG1.1g6G2.1gG3 LA f TgG4)
PAJ TgMo 3% M A 2] 22 1] 6 X PERFAE 2 e AT E 52 X, RAETE V X i) BeA77E B A
ZEte 1gG itk FERMWA BN RRHA RN RAEAR, 16 BEHEEEHIYAN
Yo g2 BR AR 11 S5 A ZH B, 3% PUAN 25 4438, LA VH-CH1-CH2-CH3 [R5 T M N R 28 ¢ K,
3 S HG T T AR S AR A A e A A 1 EE R e S A 2 DA A S S5 AR 3 (LR
HNVH-Cy 1-Cy 2-Cy 3, 73745 BB Al AR S5 IR MEE v 1 S5 EE v 2 53R DL S e 7E
Y 3 GERIR ) o TgG AR HE 32 B W A G 5 BRER 11 45 A 3 2E i, SX WA 485 A4 3k A VL-CL 19I5
MN RuiEB: A C AU, 4 1l F58 85 ] 740 485 AL 33 RN 8 1 52 485 A4 4 o

[0005]  PUfk B E—Z = V6 N AR P s 32 8. R RIS A b T as
K77 IR RS T 51 RS ) B A Ik i R BELLEAE Y Rtk Fe X 53842 )L Fe 5244 FeRn [FAH
HAEH - 4546 22 FeRn {8 45 ) F5 I BT M PRI 28 I BT 21 i g - (Raghavan %%, 1996, Annu
Rev Cell Dev Bioll2:181-220 ;Ghetie 45,2000, Annu Rev Imm unoll8 :739-766, 1% F i
S 30k DA - 7 SRAa N ) o

[0006] AR E AL T DLk e B R s RR . (Blanfese PERE 200 ) o B T buikss
G 22 FeRn 52482 A1, A3 W13 B A0~ 2 J A6 8 IR 2R 02 IO SR 4R 3 P I B P A . =
BOE I 2 R G BRI U 0 TS S B PR A S BIFR L FeR (FE FeRn) A5 (4R
PAR AR IS oA (B EAF bR = ) .

[0007]  filt 4, FoAABAR S fE AU HoA m 48 X P Ao T DLEAT 8K 1 i 3 -
W (Igawa 5§, 2010PEDS. 23 (5) :385-392 ;3 [H A4 2011/0076275, FTid 2 2% SCi#ik ¥ LA 51 H
(177 AR I ) o SR, X Pl LRI IR R 78 2 BRAR, JF HLF sk b, EH DAt thoxn]

3
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A X AT TR s 2 %) Fe KT TREMUSE 1 — B4R teab, Huik S HuiR it n] 28 XA A
X, DA ZAEAS B S 52 45 G S O MR R 1% Dl 2o ] A8 X

[0008] [k, A HUE AR RE T HL AR AS X BUAR 29 AR 3 7724 i sz, I BL7E AR 2 X 4
PETH R AR i TORE s 178 S A AR vy I v 2 2 40

[0009] K HHfEIIA

[0010]  FRpfA P n] 851

[00111 AL, AR R IR — A ] 2 J ik TS0 e e 65 A S0 1S I A () 1 3 - 52 30, Rk
FVFAHFE E 2 X 5 A FRPTR S G750 (Ban4E COR B A2 X ) — kA A, I B %
P S A DB T BE MR /M o PRI, QAR SCRT IR , SR EA 8 e X AR S L B A /N T B
S SR I3 A RO R DG AR (I 29 30 1) 2R SR T — R R AL K vk . )
Ab, BT A SCHERS 7738, 1B SR A 16 FIFH RS pl A2 SRR B Sd /i pl 4
ARG s PR AT B s DUSEASAEEA 51N BH S5 1R 4 5 Ji o oA O 98 p Lo DRI, 22
SRR 75— A v R ) B B = NP A S (B e AT AT s e A L b /N Bk 4
e NRAL ) MK pT fH 2 L5 H3K .

[0012] Ak

[0013]  [KlUk, —J7 1, AR WIHAL T H T @it 51N & /> 6 A2 IR IR 578 kA i b (1 45
FL 0 () 50 s T I 35 P 0 0, R T 1 i e 0 A BB R 8 0 1 2 465 A R T 4 5 40 3
o A S AR B R AR, A A T R W R e AR T R AR L R 1 p I, AT AR 57
Uik B s BRI /D 0. 5loge 7E et N0 T, (AL BB E w5 M3 o fE—2EHE L, R
AR BB T S5 A I, LR — S T, ELE E 45 AR R i 45 RIS AL S SRR I
BB

[0014] 5 — 5T, ATl J5 4R At id i 1 1 bR DA 2H R 4 e S I SR AR SR 7 A T e A
M AR E 119 FRAEEARE R A E 131 FRIAEE A LR E R, A E 133 ERAER
ARG AR BRI AN, /R4 E 137 LR AR AR A E 138 ERFERA 242 %
B EALE 164 FRAERADE R EAE 192 FRIER A R A B A E 193 FRYIER
AERNER AL E 196 FFE R A &R /A0 B 199 B A R AR IEAL B 203 L
AR A RAE IR AL E 205 FRYHE RS AR AWl /A7 E 208 )RR B R4
AR EALE 210 ER AR A B A IR e A Wik A7 B 214 E AR TR IR a4 E 217
AR AR R RN E 219 b RAR AR IR E R L AEA7 L 221 BB R EALE 222 |
AR SR A S R B U  AEA L 223 BB (AEA7 B 224 BRI AR IR R AL B 225
g AEALE 235 ERB L FEALE 274 EAE A RS B EL S R R EALE 296
(AR A2 R T 2R  (EA7 B 300 E AR AL RN Z IR AEALE 309 F AR AE SR (R4
B 320 FAERAR AR EALE 322 EIAERAE S AR A E 326 AR A =
FEA 327 b AR R AR H &R EALE 334 EIRARIEAES E R EALE 339 EAEE AT
Mg AEA7E 355 bR A 2 2 W e B IR 7R 47 L 384 b A Jit Ak 22 S g 747 1 392
AR A R A B B R AR A B 397 B AR IR AR AR R A E 419 EAEEAS
IR UA ARSI E 447 BB BRI A R AR (EH EU 45 )

[0015] 53—y T, AR B4 1 Tl 78 F 4 e g5 3 h 5 N2 /b 2 AN R SR A R
PR IS5 A, DU AE e oA () B il 55 o s B AIK 2220 0. 51og 757, 3 HIL R g

4




CN 103052649 B w BB P 3/50 T

A AL &k E b LN AL AL AR B E 126 AR R AE R A B e 2 IR
frE 145 EW AR B a B A IR 2R fEA7 B 152 RS AR R A AR A E
156 LR AERSE IR A4 E 169 F AR A A A B sl S &R R4 B 199 BRI AR
BRI A E 202 F YRR AR AR UL AEALE 207 EWFAERARZR (EH EU 'S ) .
[0016]  {EH & U7t , A R B HAE T AT i@ it 51 N BAR 25 30 RAS eOhi A 1K 4% L 14 7
5 ) FEHEAEE S5 SINE D 6 NEIEIR IR, Horp Bk AR S Hu AL 53k B B DR A
RV RAR AEALE 119 EWEAEIR AR AR AL E 131 F R A IR R, 7207 &
133 BRI ARG R IR B R B R WG 7247 B 137 LW AR R A B &R (R4 B 138 L1
A A 2 R AEA B 164 ERAREARS R IR AN E 192 ERAE A R ARG AL E 193
F AR R A R TR R AR 196 b AR I AR g e R A7 B 199 E AR SR AR 25 Z R L 7R AL
B 203 EWAE R AR R A SRR IEALE 205 B YRR AE S IR B S & B R4 E 208 LR
JRAERARIR AL E 210 ERAER AR R RECE 2B e EA E 214 R AT 2R
FEALE 217 EAR AR ERAEA B 219 ERAREA LA AR E 221 EIBge 7E
P 222 FWEER A A BR B &R IR B 223 E B TR E 224 AR IRAERE
MR IEALE 225 BB AR EATE 235 BRSO AEALE 274 ERHERAE B R B LA AR
FEAEE 296 bR A R TN 2R AR A7 B 300 AR B A R TR & IR e A B 309 e g A
W RN E 320 LR AR ERIR R E 322 EAE R AR AR AL E 326 L HEE
JFAER IR A E 327 ERARRAE HERR A E 334 ERAERA SRR AL E 339 k-
(AR B A 95 2R AR B 355 AR I A A S B e B R L AE A7 L 384 AR i A 22 5
iR AEAT E 392 AR IR AR R ARG E A E R W AEAL E 397 B RARJE A R R IR W AEAL E 419
AR AR B R DA AEAL 447 E BRI R R AR R AR A0 b) (AR E E 4 A
F 227 2 AR TR A 2 R AR, e v i A e 44 65 1 FR DA T 2H R AR KT U < AE AL
B 126 FAERA S EEBIGS SRR, /407 E 145 ERAERA B KB S E RIS DR,
FEAEE 152 FAEEA RA G IR EALE 156 FREAEEA SRR AEALE 169 FAEFEAR
AW AR AL E 199 FAEER RS 2R (R4 E 202 1 1A J5 Az 4y 2 DL R AR AT
207 MRS AR (B EU SRS ), MBS R BRI Brif 45 v s B (IK 222> 0. 51og.
[0017] 55— 7T, AR pl Bk (EH L 7= ) H5EA 98 P b, A
A B 3 e 5 B

[0018]  —J71HI, AR BHEE AL [ 6058 S5 ¥ EL 4 45 A 3 2 IR IR Pk, B id A8 S i E 4
SR Z AL E SEQ 1D NO =2 (178 S ds, ik Hudk 5 18 B b DA 4 4l i 2220 6 A~
AR AEALE 119 EWAERARER EME 131 R AERA B ERR, AL 133 _EKAE
JE AR S R R B A R, AL B 137 B AR AR E R AL E 138 BRI A4
AR EAE 164 AR RS SR A E 192 AR RA RABN ERE 193 EAE
JR AR 2 IR AR E 196 E AR A2 IR A7 B 199 BRI A2 R 2 I L AR AL B 203
R R A RAAR RO E 205 bR R A B AR B A Bl R4 B 208 iy EE R A
RAZIR AEALE 210 EREHEE AR AR R WL A7 E 214 F AR A3 &R L 7E A7
B 217 FRAE AR E R AEAL E 219 ER AR AR EIREIR B4 221 ERER AEA E
222 | I E 5 Ak 4 BR B 2 R AL L 223 FIRE e AEA B 224 IR B A R (E
PrE 225 LRSI AEAL E 235 LB AR B 274 b AR A RGBS &R R4

5
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B 296 AR AR N R AEALE 300 b AR AR IN E IR  AEAL B 309 b AR iR AR 4
W AEALE 320 FIWAEE AR IR AN E 322 FRAE R A S IR AL E 326 FAEE A
DA AL E 327 YRR A H &R A4 B 334 LR R AE R & IR /AL E 339 LWk
SR AT E R B4 B 355 E AR AR R A B R AR R4 B 384 E AR R AR 22 R AE
£ 392 E R AR R A WG B 2R 7207 B 397 b iaE s A R IR /e 419 i
AR EDEIR S CAAEAL B 447 B B AR JRUAE R AR

[0019] 53—y i, AR B4t 1 60578 S (R R 0 45 A 3 22 IR IR P A, BTk % Sz Xy e
E SIS Z IRELE SEQ ID NO =112 [7A8 Sedd, Horp pirid A8 oo 2k B DA 2RI 2H )
WA AEA7 B 126 AR AR ARG 2R A4 B 145 EREER AR A Wil 2R
BRI RN E 152 FRAERAE RA AR B E 156 I EER AR AR BN E 169
P S A A e e B A R S A B 199 AR AR S &R (R4 B 202 R AR B AR
PLIAENALE 207 ERAERAERZAR (P EU%RS ) .

[0020]  J3— 7 1HI, AR BHAR AL T SRS B ik AL IR, T iR 2% TR 6, 46 g B A S5 1) B 4 e &5
PSR TRAN / B 578 ¢ (R 2 A G A IS RIAR R o IR BLEE T 5 A P X IR ¥ 1 340 i
A=A FrR e IR 7

[0021]  F3— 710l AR BHAR AL 1 A0 75 78 T 1 B B 4E 0 25 MBI B, BT iR AR e 1) B EAE
E A A T

[0022]  A-X,;o-T-K-G-P-S-V-F-P-L-A-P-X,5,~-S—X,35~S—T-S—X, 37~ X 55~ T-A-A-L-G-C-L-V-K-
D-Y-F-P-E-P-V-T-V-S-W-N-S-G-A-L-X,,~S-G-V-H-T-F-P-A-V-L-Q-S-S-G-L-Y-S-L-S-S-V
—V=T-V-P-S-S-X,0:~X 056G~ T—X 06~ T~ Y =X, 09~ C-N=V=X05~H- X105~ P=S— X0~ T~ X0~V -D-K-X,,~ V-
E_Xz17_K_X219_C_X221_X222_Xzzs_X224_X225_C_P_P_C_P_A_P_Xzss_xzs4_X235_X236_G_P_S_V_F_L_F_P_
P-K-P-K-D-T-L-M-I-S-R-T-P-E-V-T-C-V-V-V-D-V-S-H-E-D-P-E-V-X,,,~F-N-W-Y-V-D-G-V
~E-V-H-N-A-K-T-K-P-R-E-E-Q-Xy05~N-S=T—X,0~R-V-V=S-V-L-T-V-X,,6~H-Q-D-W-L-N-G-K-E
~Y—X30=C—X30=V=S—N=X;06= X3~ L=P=A-P-T-E-X;5,~ T~ I-S—K—X;55-K-G-Q-P-R-E-P-Q-V-Y-T-L
~P-P-S—X;55,~E-E-M-T-K-N-Q-V-S—-L-T-C-L-V-K-G-F-Y-P-S-D-I-A-V-E-W-E-S—X,5,~G—-Q-P-
E-N-N-Y-Xy,~T-T-P-P-X,,~L-D-S-D-G-S-F-F-L-Y-S-K-L-T-V-D-K-S-R-W-Q-X,,s~G-N-V-F-
S—C-S-V-X e~ H-E-A-L-H-X,5,~H-Y-T-Q-K-S-L-S-L-S-P-G-X,,;>

[0023]  Hrp X, B S A0 E AR

[0024]  Horp X, B E S A0 C AR

[0025]  Hirp X, 38 F H KW RVE BAK Q L4l

[0026]  Hirp X, E i G A0 E R4,

[0027]  Hi Xk B G A1 S 44 .

[0028]  Hirp Xy, B F e T A0 E AR

[0029]  Hirp Xyo, 6 I El S A0 N ZH R A

[0030]  JLrf X g,k [ HH L AN F ZH IR

[0031]  Hrf Xygedk H 1 Q A K ZH AR

[0032]  Hirp Xy lE F PR T A0 T ZHRRIA.

[0033]  Hb Xoo,d% 1 I N R D 2 A 4L

[0034]  Hrp Xpo0d% I HH KW E BARZ Q 24

6
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[0035]  HiHP Xpoed FI E N FD D ZHRRIAH.

[0036]  Hrp X, 0% FH KW E BLAZ Q 24

[0037] A X, 6 H K A0 T ZH R A

[0038]  JHrp X, 6 H HH P IR ZH R

[0039]  Hirp X, b F El S A0 C AH R

[0040] Hon Xzzoji E 1 C.PLG BA & G H A,

[0041]  JHrf X, 16 H HH D B R A B A

[0042]  Forp X, i F R KOV BAJ T 24

[0043]  Hrp Xo,, 6 F Y T BRI A

[0044] i X, 0% H B H AT E ZH A

[0045]  HHp Xopo 6 F Y T BRI AL

[0046]  HHp Xpp, 6 F I E A0 P ZH AR

[0047] v Xop, 0% 1 L AV A -

[0048]  Hirp Xo i [ Lo A BLAZ BRI A R 4L -

[0049]  JLHP Xooode I HT G A DA RBRARH A A

[00501  Hirp Xo, B F K. Q LA E AHEGHIAH

[0051]  Hirh Xoood H ER Y A E 2L 4H

[0052] i Xooo ik H B Y A E ZH A

[0053]  Hrft Xaoodb H HH L AV ZH AR

[0054]  HirP X006 B B K A0 E 4RI 4.

[0055] vt X, 1% [ B K A1 E A4 -

[0056]  H:rH Xanedk H HH K F1E ZH AR

[0057]  Hrft Xop 6 FH HH A F G AH AR

[0058] i X, i H 1 K AT E ZH A4

[0059]  Hrft Xaaolb H HH A FI T ZH ARV

[0060]  Hirp Xopp b I EH R Q BAJZ E AHEGHIAH

[0061]  H:rht Xog, 26 H HH N A1 S ZH AR

[0062] A Xao, 6 F I KW N BLAZ E ZH A AH

[0063]  HirP Xoo 2k E e V AD M ZHRRAI A

[0064]  Hrp X0 F i Q A0 E AH R A

[0065]  H:rht X,pedk H HH M AN L ZAH AR

[oo66]  HiHp X5, 8 F B N AD S AHRRIKA -5 H.

[0067] X, %6 H HH K. DEDE DA S22k 2 e 4H.

[0068] bt ik AR S () FEIE 2 45 A48 55 SEQ 1D NO =2 A B, 0 & 2 /0 6 DA, IF HL

TR A AR A SEQ 1D NO 3.

[0069] 53— U7 THI, AR WAL 1 A% S5 1y I e b A S, TR AR S ) AR S A A B S

SEQ ID NO :2 AHELE AL &0 10 ANER 15 4N HR.

[0070] 55— 1Hl, AR BRI 7 B A AR S () R AR e S5 A I I B, Bk AR e () AR B E
S AR T
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[0071] X~ T-V-A-A-P-S-V-F-1-F-P-P-S-D-E—X,,,~L—X, 06~ S—G-T-A-S-V-V-C-L-L-N-X 55—
F-Y-P-R-E-A-X s~ V-Q-W-K-V-D-X,,~A-L~Q-X, 5~ G-N-S-Q-E-S-V-T-E-Q-D-S~X (s~ D-S-T-Y~-
S-L-S-S-T-L-T-L-S—K-A-D-Y-E-K-H-K-V-Y-A-C-E-V-T-H-X 4~G~L~X,0,~S—P~V-T—X,0:~S—F-
N-R-G-E~X,4»

[0072]  Horp X qei EH B R A0 Q AHRRIA ;

[0073]  Hivb X, HH Q A1 E 4L s

[0074] b X, H K E L& Q ZHRRIA

[0075]  Hirb X500k H N A1 D 44 s

[0076]  Hirb X, 6 H K E.Q BAJZ T A4

[0077]  Hrp X, H N D ZH R A

[0078]  Hir X ik HH S A1 E 4L s

[0079]  Hirb X,oi& 5 K E BLE Q HRRIA

[0080]  HiH X o0dk H HH Q A1 E 4RI 5

[0081]  Horp X, ik FER S A0 E ARk 4 s 7 H

[0082] vt Xooi% [ K AT E A A4 )

[o083]  Hivh X,,,3% H H1 C A1 CDEDE #H ¥4 o

[0084]  H:rp TR AR S (4R B IE 2 45 A5 SEQ TD NO =112 M Eb%:, L& 220 2 ANHUAR
[oo85] Pl fET iR

[0086] 1. FEAS J BH Fp il A A 2R e 2 X R SRR P 51

[0087] 2. HHE CHL 258 TRE s « PUBD TG [F AP ALYy CHI B Jk | % e 73 B LA S 7]
PAIEAT DAFEAIC oI MR SEB 1% . R4 EU R 51 T9R 5

[0088] 3. BRHBE CK &5 M3 TRE0E . CK RS 5% B 7 B L S ] DAIEAT BARRAIR I [HHX
FREFIF . RE EU RBHATRS .

[0089] 4. pl TRESOE E E X 1gG1-CH1-pI (6) F1 CK-pl (6) HIRLEERT .

[0090] 5. EA S B w1 B 4 450 VEGE VH A1 VL T] 48 [X (R 5L 18 T 1

[oo91] K&l 6. /£ A &K W T ff H Kol T B & & K i VEGF it &
XENP94931gG1-CH1-pI (6) -CK-pI (6) HHE 4% A4 = IR 41

[0092] 7. ufk Fab S5 3R 4544, Frid 25447 th XENP94931gG1-CH1-pI (6) -CK-pI (6)
Hpl FEAK I SR (AL

[0093] 8. ff Agilent Bioanalyzer AT pI TRECGE K4t VEGE A8 FeAA 1) 447, v
WA s H R Al

[0094] 9. {E SEC F#E4T ) pT TRESGE AIHT VEGE 28 AR K047, B 2B Hh v ) 4l
J&

[0095] & 10. £ IBF ¥t EEAT I pl RE 08 47T VEGE 28 SR I 4T, FITid 434 7=
AR HA R ) plo

[0096] [ 11. D% H$i (bevacizumab) F4hA 2 VEGF I8 pl TRESGE I HT VEGF 1
gEE 8 (Biacore) o

[0097] 12. CHL F1 CK pl TFESGE 9T VEGE ) DSC 27, FITik 73 7 v v (R ke 2 2k
[0098] 13. huFcRn /) B o DUAR B 7028 544 ) PR LA pT RS ) CHI A CK 45444

8
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1) 9493 28 AR GE K 1 A4 N 2 3 o

[0099] 14. huFcRn /Iy AR PUAS B AR A 7 o 1) DUARER LI J5 AR TGl B ) PK.
¥ TgGl R 3.2 K.

[0100] 15. huFcRn /Iy A DU ) i 2R TeG2 Y LT PK.

[0101] 16. HAAFME B KPR SR R 2 5550 (o) Z R I AH S
[0102] 17. 1gG FRBM A TR T Lt o B 1 FHE K 7RI AR 1 TeG 2[R F) (]
RS, AR H TR R s pl AOBRIE (KWR BLJZ H) BREAIS pl fOFR3E D A1 E) o FIK
R RS pI BUE R AL I FTsvH IR

[0103] 18. CK 1 C A B2AH E BRI IR T A . ARSI T ke i pl IR IE (KLR
DL H) BEHIE pT H5RIE (D A1 E) o FZK Ao o] DAAZ I LIS pT LI &

[0104] 19. pT TR Sus 72 5 LR 2R R T 1

[0105] 20. pI TRE0E AL e R I 2 LR 7 211

[0106] 21. huFcRn /N pI TREGE AR 55 DR BB i ) PR &5 2R .

[0107] 22. ¥ pl TRESGE MBI S 45 A 2 FeRn i Fe BAMAT 1A 78 AR ) PK
ghiR.

[0108] 23. J5A DR B HTUAAR  HAADR/NER) pT 1 pT TRE 50 (178 e 2 2 DA A 5 A 2R
O pT TREHGE MR AR 555 d A0 (p]) Z RIS, BTk pT TRENuE 1 1 0 5F
AN T #tEds G2 N2 FeRn 1) Fe 121

[0109] 24. BB FE A A T1gGpl-1s03 5 1gG 7RI M E BT H LX), WA e H
pl-iso3 SPURHEA 1eG i 1gG1.1gG2.1gG3 LAK 1gG4 ARFEE 2 IRIITLIC . HAA 1 SAE
AR IE IR T TG FIR L) 2 5, IX e 72 B B89 I NI/ pl B TgG—pl-Tso3 Ho

[0110] 25. BHEX A Fe X 161 55 1gG-pl-1so3 Z A2 5.

[0111] 26. CH1 X1 1gGl 5 1gG-pl-1so3 Z a2 R,

[0112] 27. CK-pl (4) 28 AR R IR IR . 20t ds A TR AR CK #8482 4, 3
A2 TR ) FEL A HUAR

[0113] 28. pl T FE S0 (1) B8 e B A e e e BE I 2 24 R 7 911

[0114] 29. HUAE Fe X B it R 1 7 4, & 7 th B i 43 BRI AR B Glu A T WT
FRAL I RE EE LI TH R RE B . B R R ik 0 O AR GLu (A F] A E [RIB R A 2 H
Tof A AL LU FEAIS pT BIEERR

[0115] 30. 7~ H HEARf A2 40 STRAS O A pl IFE R 2R 18] B pl FRAK, BER HLAGAS
## pI KB4 IR/ o

[0116] 31. pI TR0 I R Rh AL AR S 1) DU T didk (TgG-pI-Tsod) F5HUAR N434S
20 A 7E huFcRn /N B RS PR 45 5 .

[0117]  [&]32. pI TRE S i R b 28 A e (1) DUAR ER T b A 5 B N434S (1405 7 huFcRn
/NI PK 25 5

[0118]  [&]33. pI T2 iy R b 28 A e (1) DUAR ERThu A A 5 B N434S (1405 7 huFcRn
ANECHR I PR &5 RIHLS . A SRRk BT — NN e N RIS, 0T LU
A28L WA IN 23X 2 pT Hiikmfg— 4.

[0119] 34. i pl TRESUE R R pl 55 (11/2) Z 1A RAH O I i 2R 1A
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[0120] & 35.CK 5 C N SEMIR IS5/ LL 5T .
[0121] 36. 20 Fh A LML K SCHR plo MNIER A2, FI I pl &4 I8 B @ L it 5 o fE

S UG 0T AR I BE R SERR pT 2 AN E R, JF HE R A% B H Y, XA 51802
Kot pT %, IF AR LA

[0122] 37. AL pI TR SO 1A SR AR 2, T aI -
XenP# NS % 5
ZHR(HEC) EHE T 4
SEQ ID NO (HC) | EH/74"4HRN SEQ ID NO
ZI(LC) BT
SEQID NO (LC) | ®B#iFF#IMAHRN. SEQ ID NO
lo12g7 | T I AU F PRI TSI pLAE, BTk 741 A 58 R
BBk Fv+ THE S5, Horh DUR BB Py FUE 2 2544
S anAE R e X
KR #{ IgG1 ' Lys 80 Arg ZRIEMECE, Hrb NGRS Fv A
P 52 g e R P BT o
AKR(Y5 WT #HLE | AHA T IR PP 1gG1 BRI 741, Lys ok Arg P340
8 =R
DE %% IgG1 ' Asp B Glu BREEf0%E, J09 DRSS Fv Al
PE 52 g Mt e e oh BT e
ADE(5 WT #lb | #HAF TR HL 1gG1 BFAERUTH, Asp Bk Glu FRER I
) K AL
HLAPIRAS Hi Lys AT Arg 1 S350 25 Asp A1 Glu FREE) B EL TR AT
[0124] fBise A pH 7
KL IgGl, HC % | 55 1gG1 AHELE:,  TEHEH i 4544 3 11 578 1) 4
X IgGl, LC % | 5 IgGl AHMLE:, RRWEE & 2510 0 i AR i B s
RARIR AL 5 1gG1 AHEAS, EE B {E 2 5 M R A B 1 i A Al
BRSPS
[0125]  RHITEIR
[0126] 1. ffik

10
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[0127] AR SR BP0 K 5@ R U ( “pl B8 pl BUR”) FHEABUAR
— AN AME E X S5 R N AR AR S (pT) (BUMETE R pT FLik”) MHOCHIA A
A7k IEPEFTRN pT BUR, LAEA pT SIS MR A 18 52 45 M3 b s e o B _E B (KT R
EEIEIRIN ple FEASRIRSL it g 52 v, 48 2 S5 A8 S AR d /N T HUR K pl, 3 H A SCE
—RFTR, B TR IS . R, W ATk, A28 PRI s vT DR B i fE S A
[#) CDR [X 7= A2 7 S AR BRAR U 1K) p 1 m] DA S50 (i 35 > 5 B0 . SR, A& B 4 CDR
pl TRESCESRAL T B R A a5 A, PRA W] DA B AL 08 4 = B 1 s 45 A4 3s m 22 ] AR
DX A, DR B S AL T LA 0 A ot v S S B I LR s

[0128] R, 7EAR R B Z Wi, /NIRRT p1 K T B0 0 o) I 375 ~F % 1 (%) 3 S 082 AN m) i)
AN SR

[0120]  hAb, AR B HIVF 22 S0t )7 RAKSE TRk B —A> 16 [FIFR 2 (s £ B AR
pl SRR “ TN B 55—, AT N B B A Ay B8 ) G2 i 11 51 N BI078 S 4 v g ]
RetEo BV, o T2 Fh 5L R, G046 iy B 28O - Ehfe, LGl 2R d7 PEBUAR I WRIFR Y . SR,
TgGl B HEE X KA T 1962 FEE XK pl (8. 10 X 7. 31) « MKk Efr & FI TgG2
PRAEGINE] 1gGL B 42, B B pl #FRAK, L 55 40 Hb e B 50K (9 i 3 52 . 41
Wi, 1gG1 fEATE 137 FRAEHERE (p15.97), 3F H 162 BEARAR (p13.22), FARRAR
Y 52 TS BB IR ple Q1R TR , 05 75 2V 2 2 A B HUAR R W 2 52 i A8 S5 4
(¥ pLo SR, QILAR Frish i N My R 2, 1e62 I8 AL L 2200 Fo v iy - S 30
[0130]  7FH & B2t 7 2 rh, A B 3B AR 28 ) 2 i 1 A8 A0 DU /) i 45 281 1 B 9 )
HLAPRAS () il K 4 i p 1 Z SRR A A pl LR ) » B DM T A8 MRkt W 7o
SEF L RRAEEE, W N TS — DR

[0131]  Si4b, @it pl ToF% oot 316 5 45 A SR 448 25 A3, v DL BI BT A5 20 AR 1
pl R/ e 07 Frishie, % pl FEAKAZ> 0.5 AT LAB] BG40

[0132] QARSI AR N K EEAR AN DL T BT iR, ¥ 2 DRI 2 AR Rl 1 A N 5 B, FF LR e
AT BURAE LI o B . — PR BB S HuR & G L s B, BAG AR [H f4E e XKAH B A
AR (B Fv S54938% ) Pk mr ge BT 22 0 I BC AR 45 64 i oA AN IR 19 2 2
Mo SR, A BHAIERH 7R W0 B AN [0 1R 0 06t 2 S 30 T B HR 3 e 4y LRy S 1A FH T
AN AH pl A2 A (AT AL FeRn 28 44, WA SC TSRS ) nT DLFE RS 22 45 [R i P A%
PAZE T A0 R AR Nk e B A . BT, B b, QA SCRT 8, pT Ui/ / 238 B in AR ot
R g K e B B A ANE Py BUARIAR R pl 48 SR KIBUA .

[0133]  II. A& BHEHE

[0134] A. Pk

[0135] AR BAW R PuAR) pl Rk Bk iy PR m =28 bR Arish e, 38 il
FARAE “Piik”. W HTA R TR AT DRI ASC AR 7 2 78 3 g A FE DR
A L BT iR LU TR AT AW i Be UL A o G, R “Diik” QR LT 21K, fridk
%2 R ALHE & /D — AN e 45 A, B REEASPR T CHL L CH2. CH3 BA K CL.,

[0136]  FEGL T 45 A4) 0 0 AL 75 DY SR A o A DU SR A 5 7 B N AH R I 2
IREEL R, T —X P A —A“887 8 (lH HAY) 25kDa (10 T ) F—A>“E” 5 (s
HAY) 50kDa 24 7T0kDa (14 T ) o ANFEEER 0N « BB A BiE. AR K

11
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HARA TN 16 251, Fri’ 7 B FEAR T 1g61. g62. 1g63 LK 1gG4. [,
QAR SR A A A [l P Y s SER G  BRE E AEART 28001, BT v~ 2R d@ it e AT e 2 [X
AL 28 RO AR 52 o MU EEAR I, W67 DU IE i] LRSS [ R B0 AD / B2 1)
FeAZAR S B, WA SR, AR I 1eG1/G2 224K pl TREMUS -

[0137] 3 4&%% 1 I A i 5B 0 F 45 40 100 22 110 AN BT 2 AN R 1 5 B4 50 5 R )
[RIPT AR X, £F A ST AR SO i i) A8 XI5 B RO “ By 25 A3 7 B0“Fy X7, FERTAZ[X o,
BT EBEAARBEI &V I, ARG DU IR S S A0 e S8 BN E
X ( FICFRNCDRY) , Horp R TR 7 9 AR A f B Wi o TR SR AR PR 2 [R] ] AR [X ) s
X BP9 2 AN F R3S . RIAR X N IR AR PR R AR 50 A AR, V X BB 15 %2 30
MR IEIR IR FRNEZR X (FR) (IR RS AR ()4 B 2H Al IR B BEBE EhFR N “ e 2 (X7 AR L
AR MR X 0 B, TR A X O 9 & 15 MR KEE K.

[0138] AN VH A VL EZH =Am B X (“HEAMRLZEX”“CDR”) FIPUAS FR 2 A%, FTid
AR FN PR 44 AT 7 A S R v HES ] 22 2 3 K v :FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4.
[0139] Ry A% X I H AL WK oKk [ DLR I & 2L R R 2L R BE T AR X 2 R A R R A
24-34 (LCDR1 ;“L” 4 18 % 5% ) .50-56 (LCDR2) LA Jz 89-97 (LCDR3) , LA % & % w] 4% [X tf
(K] K #) 31-35B (HCDR1 :“H” #§ 4% & % ) .50-65 (HCDR2) LA f 95-102 (HCDR3) :Kabat %%,
SEQUENCES OF PROTEINS OF IMMUNOLOGICAL INTEREST, %% 5 Jiiz . Public Health Service,
National Institutes of Health, Bethesda, Md. (1991) Fll / BRI 1K 5 A8 F4 ) 0 s A L
() B At ] AR X o ) Bk ik 26-32 (LCDR1) L 50-52 (LCDR2) LA K% 91-96 (LCDR3) , Al 55 4 ] A8
X 5 [ 26-32 (HCDR1) +53-55 (HCDR2) BA 2 96-101 (HCDR3) ;Chothia Al Lesk (1987) J. Mol.
Biol. 196 :901-917. ARk 7 4<% Wi H 4% CDR,

[0140]  BEZEAULHA A, 2448 L n] AR g5 fg b (15 i (A ARl , e m] 4% [X AR Ak 1-107 A
FREAAS X ARIE 1-113) I, @5 41 Kabat 485 248 (440 30K Kabat 28, (1991)) .
[0141]  CDR 2Rk [ Hiik i lai 4 & s E s sh it 2 R AL &5 607 T Rk, “RAL TR S
oA sy B AR X (R HAR R 455 A (PR v BAME ) A EAEH I PUE + . RA2n
ZTE IR BN BE K 7 B, OF Hsw B BRI 25 R LA BRI R R AR . B — ML
JRRT ARA 2T — AR AL

[0142]  FRA7 AT DAEL & B A A G TP IR SRR R e ( SURR AR A IR S MR 2H 43 ) A
ANEEW ARG P e E R R AL, Gl ik e 5 P e 5L 45 5 JO i A 258 BEL I8 ) e JE R
B E 2 iR BRI A e AR TR A5 S IR R B E N .

[0143]  RAZ AT LA REQRE A o A0 RRAT 2 10 R H 2oV 22 IRBE IR AN ] [X B ()78 25 )
FIFE R B . AR AL I 22 R TP R % S R R A B — R A . A
GAER R LA ] DR IR A2 P AL T2k 7 5 HE A2 o 3 14 6ok X .
[0144]  FRAZEH ARG EER ) 2= R 2D 34 R HHIE R 20 5 a8 & 10 M
FEM o VU AH R AT I TR T DAAE 187 5 1) G095 0 i SR AT 000 , Bk S 2 U 7t — Pt
PRBHWT 75— Fhbipk gl & 2 8EbrPUR I ae 0, Bl “ 4% (binning) 7.

[0145]  WIARGUREE AN GG ELAR, PUR 45 G 45893 (Bl Fv X)) 228 ARn] T4
KW SEBr BT BLEE Tg6 28 A R LT P 5L, Ik Hi i AR E AR T 8 E i
Br S5 70 R/ BRUE T REHUE I LA PSR IR A7, Bk 31 A R T R R (i i
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K7 ) 5l & K7, Brid B 48 A (R 7 B0 H6 95 I 52 44 :17-TA 4~ 1BB.4Dc. 6 i 3& -PGF1a.
8- 5 -PGF2a.8- &AL dG. AL IR 5244 A33. ACE. ACE-2. VE L& TEAL R AIEILER ABLIE
& B R COIE AL E RIAVIEAL E RIA ALK-2.75 4L & RIB ALK-4. 354k & RITALVE 4L
2 RIIB. ADAM. ADAM10. ADAM12. ADAM15. ADAM17/TACE. ADAM8. ADAM9. ADAMTS. ADAMTS4 .
ADAMTS5 ikl 25 . aFGE, ALCAM. ALK, ALK-1. ALK-7. a —1- HiffE Al « -V/ B -1 557,
ANG. Ang. APAF-1, APE. APJ. APP., APRIL. AR\ ARC. ART. Artemin.${ Id. ASPARTIC. L» /5=l jR
BRI av/b3 BEIEE 1L Ax1. b2M. B7-1. B7-2. B7-H. B— k40 i i X+ (B1yS) - BACE,
BACE-1. Bad. BAFF. BAFF-R. Bag—1. BAK. Bax. BCA-1. BCAM. Bc1. BCMA. BDNF. b-ECGF . bFGF
BID. Bik. BIM. BLC. BL-CAM. BLK. BMP. BMP-2BMP-2a. BMP-3 ¥ % . BMP-4BMP-2b . BMP-5.
BMP-6Vgr—-1.BMP-7 (OP-1) . BMP-8 (BMP-8a. 0P-2) . BMPR. BMPR-TA (ALK-3) . BMPR-IB (ALK-6) .
BRK-2. RPK-1. BMPR-I1 (BRK-3) . BMPs. b-NGF. BOK. 8 f Jik . B fi7 4= [RI A0 427 F5 R . BPDE,
BPDE-DNA. BTC. #MA Rl 7 3(C3) . C3a. C4.C5. C5a. C10. CA125. CAD-8. [&45 % . cAMP . J& IR 11
i (CEA) VARSI E 2R Al A 2H 208 A B AL 2R A1 C/DPPT VA B R DL A
SURAN E A E AN H AL E AN LA EAR 0. HA G AR SV AHMAE AR V.44
& AR X/Z/P.CBL.CCI.CCK2. CCL.CCL1.CCL11.CCL12.CCL13.CCL14,CCL15,CCL16.CCL17+
CCL18.CCL19.CCL2.CCL20.CCL21.CCL22.CCL23.CCL24 . CCL25. CCL26 CCL27 CCL28. CCL3.
CCL4. CCL5. CCL6. CCL7. CCL8. CCL9/10. CCR. CCR1. CCR10. CCR10. CCR2. CCR3. CCR4. CCR5.
CCR6. CCR7. CCR8. CCRI. CD1. CD2. CD3. CD3E. CD4. CD5. CD6. CD7. CDS. CD10. CD11a.CD11b,
CDllc. CD13. CD14. CD15. CD16. CD18. CD19. CD20. CD21. CD22. CD23. CD25. CD27L. CD28.
CD29. CD30. CD30L. CD32. CD33 (p67 & A ) » CD34. CD38. CD40. CD40L. (D44, CD45. CD46.
CD49a. CD52. CD54. CD55. CD56. CD61 . CD64. CD66e. CD74. CDSO (B7-1) « CD8I. CDI5. CD123.
CD137.CD138.CD140a. CD146. CD147. CD148. CD152, CD164. CEACAM5. CFTR. cGMP. CINC. A
FMR T (Clostridium botulinum) B3 ;=S EHAR T (Clostridium perfringens) & .
CKb8-1. CLC. CMV. CMV UL. CNTF. CNTN-1. COX. C-Ret. CRG-2. CT-1. CTACK. CTGF. CTLA-4.
CX3CL1. CX3CR1. CXCL. CXCL1. CXCL2. CXCL3. CXCL4. CXCL5. CXCL6. CXCL7. CXCL8. CXCL9.
CXCL10. CXCL11. CXCL12, CXCL13. CXCL14. CXCL15. CXCL16. CXCR. CXCR1. CXCR2. CXCR3.
CXCR4. CXCR5. CXCR6 4H i 1 55 A Ioeg AH 2 IR BT« DANL DCC DeR3+ DC-STGN . ZE AR i ik [X]
Fvdes (1-3) ~IGF-1 (il IGF-1) .Dhh.Hh5 3% (digoxin) DNAM-1.DNA & .Dpp.DPPIV/CD26.
Dtk.ECAD. EDA.EDA-A1.EDA-A2., EDAR. EGF. EGFR (ErbB-1) . EMA, EMMPRIN. ENA. PN {2 & 5244
JisHE R eNOS\ Eot « g PR A Mo di% AL 2L K 1 1. EpCAM. Ephrin B2/EphB4. EPO. ERCC. E- ik
PENAET-1 K TTa 7 VITVHF VITTe. B+ IX. A 440 fuiH 4k 85 11 (FAP) | Fas.
FeR1. FEN-1 .4k A . FGF . FGF-19. FGF-2. FGF3. FGF-8. FGFR. FGFR-3. £[-4E & 4 . FL. FLIP,
F1t-3.Flt-4 {2 Ui R . & A 1+ FZD1 . FZD2. FZD3. FZD4 . FZD5. FZD6 . FZD7.FZD8.
FZD9.FZD10.G250. Gas6.GCP-2.GCSF. GD2. GD3. GDF . GDF-1.GDF-3 (Vgr—2) . GDF-5 (BMP-14.
CDMP-1) . GDF-6 (BMP-13. CDMP-2) . GDF—7 (BMP-12. CDMP-3) . GDF-8 ( JUL Pl A= & 1 1] 3% ) «
GDF-9.GDF-15 (MIC-1) -GDNF . GDNF,GFAP.GFRa—1.GFR- a 1.GFR- a 2.GFR- a 3,GITR. f M4
F.Glutd WiIEE A T1b/111a(GP I1b/I11a) - GM—-CSF. gp130. gp72. GRO A K IR BR A 1~
HiJE (NP WEEE NIP 1 ) JHB-EGF HCC HCMV B /60, JIE K 45 11 VHOMV) gH 6, [0 5 19 W HCMVUL |
A KR 7 (HGF) « Hep B gp120.ZKHF &M Her2. Her2/neu (ErbB-2) | Her3 (ErbB-3) .

13
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Her4 (ErbB-4) \BLalifh 25 (HSV) gB M & HSV gD BidE 1 HGFA. 7 1 R KR AH
S P (HMW-MAA) JHIV gpl120.HIVITIB gpl20V3 ¥ HLAHLA-DR.HM1. 24 .HMFG PEM.HRG.
Hrk A UUNERE AN B4R (HOMV) W AR KR (HGH)  HVEM. 1-309. TAP. ICAM.
ICAM-1. TCAM-3. ICE. ICOS. TFNg. Tg. TgA 5244 IgE. IGF. IGF &5 8 1+ IGF-1R. IGFBP.
IGF-T. IGF-TT. IL. IL-1. IL-1R. TL-2. TL-2R. IL-4. IL-4R. TL-5. IL-5R. IL-6. IL-6R.
IL-8. IL-9. IL-10, IL-12. IL-13, IL-15., IL-18. IL-18R. IL-23. F4t & (INF)-a ., INF-B .
INF-y IR . INOS. JHE 3R A- BE R 3R B- BE R R AR K 7 VIR a 2%
BEERE o 3VEEIEEE ) a 4SRRI a4/ B 1B a4/ BT BEHREE T a 5(aV) R
FTH a5/ B1VEBEEN ab/B 3 BEEN a6 B EEN B1IVEBEEN B2 BEEN v .
IP-10+ T-TAC. JEIUMWRE TS 2 IR TS 5 SRR TS 6 ST TSR 11 SR Jisc ity
12 W TR 14 U RS 15 ONRE i L1 BOPOR: 808 L2 DR TR L3 ST RE
JIER L4 KC. KDR A1 AL 4 i A K K7 (KGF) JZHR5ESE 1 5+ LAMP. LAP. LAP (TGF-1) .74k
PE TGE-1. ¥R It TGF-1bpl. LBP LDGF. LECT2. £ A5 X PR K B K7 88 Z 7 (Lewis) -Y it
JE 86 5 W Y AHSSKIPTE L LFA-1, LFA-3. Lfo. LIF, LIGHT I§ & 19 LIX. LKN. Lptn. L- %3¢
H . LT-a. LT-b, LTB4. LTBP-1. iR HIyHEY BT AL SRR VR B R B 24K Mac-1.
MAdCAM. MAG. MAP2. MARC. MCAM. MCAM. MCK-2. MCP. M-CSF. MDC. Mer . 4:J& & 4 . MGDF %
44 L MGMT . MHC (HLA-DR) \ MIF, MIG. MIP, MIP-1-a . MK, MMACL . MMP, MMP-1. MMP-10. MMP-11,
MMP-12., MMP-13, MMP-14., MMP-15. MMP-2. MMP-24 ., MMP-3, MMP-7 . MMP-8., MMP-9. MPIF. Mpo.
MSK.MSP A EE 1 (Mucl) \MUCL8. 45 4] ¥ 53  Mug . MuSK. NATP, NAP NCAD N- #5445 %
1 NCA90NCAM . NCAM. i HE KA P 8 7R 1 -3 B iR 4 BREE R -6 s
FER g A KR (NGF)  NGFR. NGF- B . nNOS. NO. NOS. Npn. NRG-3. NT. NTN. 0B. 0GG1 .
OPG. OPN. OSM. 0X40L. 0X40R. p150+ p95. PADPr . HR 5% 380 25 . PARC. PARP . PBR., PBSF . PCAD.
P- 5:kk 35 2% 19 . PCNA. PDGF . PDGF . PDK-1 . PECAM. PEM. PF4. PGE. PGF. PG12,PGJ2.PIN,PLA2,
HE AL B IR S (PLAP) | P1GF. PLP. PP14. k& &R A5t 3 5 B (15 C. PS. PSA. PSCA.
Tl 270 e S A2k S 470 )5 (PSMA) « PTEN. PTHrp. Ptk. PTN, R51. RANK. RANKL. RANTES. RANTES.
Aot e A- BE FA S ER B- . BRI IR CIE S e B (RSV)FL RSV Fap. Ret. 28 KUt A 1~
RLIP76. RPA2. RSK. S100. SCF/KL. SDF-1. SERINE. IfiL.i# 44 I« sSFRP-3. Shh. SIGIRR. SK-1.
SLAM. SLPT. SMAC. SMDF. SMOH. SOD. SPARC. Stat. STEAP. STEAP-I1. TACE. TACI. TAG-72 ( Jif
JEAH S BE ST —72) « TARC. TCA-3. T- ZHfu sz (#an, T- 4024k a /B) . TdT. TECK,
TEM1. TEM5. TEM7. TEMS. TERT. % # PLAP- £F Bl ¥4 % #& B . TfR. TCF. TCF-a ., TCF-B .
2 ¥ 5 PE TGF-B . TGF- BRI (ALK-5) . TGF- B RIT. TGF-B RITh. TGF- B RITI. TCF-B 1.
TGF- B 2. TGF- B 3. TGF- B 4. TGF-B 5. #E Ifil B Mg 2 Ck—1. {2 AR IR ¥R Tie. TIMP,
TIQZHZR[A . TMEFF2. Tmpo. TMPRSS2. TNF, TNF-a . TNF-a B . TNF-B 2., TNFc. TNF-RI.
TNF-RII. TNFRSF10A (TRAILR1Apo—2. DR4) . TNFRSF10B (TRAIL R2DR5. KILLER. TRICK-2A.
TRICK-B) . TNFRSF10C (TRAIL R3DcR1. LIT. TRID). TNFRSF10D (TRAIL R4DcR2. TRUNDD) .
TNFRSF11A (RANK ODF R.TRANCE R) .TNFRSF11B(OPG OCIF.TR1) .TNFRSF12 (TWEAK R FN14) .
TNFRSF13B(TACI) . TNFRSF13C (BAFF R) . TNFRSF14 (HVEM ATAR. HveA. LIGHT R. TR2).
TNFRSF16 (NGFR p75NTR) « TNFRSF17 (BCMA) « TNFRSF18 (GITR AITR) . TNFRSF19(TROY TAJ.
TRADE) . INFRSF19L (RELT) . TNFRSF1A (TNF RI CD120a.p55-60) .INFRSF1B(INF RIT CD120b.
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p75-80) « TNFRSF26 (TNFRH3) « TNFRSF3 (LTbR TNF RIII. TNFC R). TNFRSF4 (0X40ACT35.
TXGP1R) . TNFRSF5 (CD40p50) « TNFRSF6 (Fas Apo-1. APT1. CD95) . TNFRSF6B (DcR3ME8.
TR6) « NFRSF7 (CD27) . TNFRSF8 (CD30) . TNFRSF9 (4-1BB CD137. ILA) . TNFRSE21 (DR6) .
TNFRSF22 (DcTRAIL R2TNFRH2) . TNFRST23 (DeTRAIL R1TNFRHI) . TNFRSF25 (DR3Apo—3. LARD.
TR-3. TRAMP. WSL-1) . TNFSF10 (TRAIL Apo-2 &, TL2) . TNFSF11 (TRANCE/RANK Fit4%& ODF .
OPG B4 ) \TNFSF12 (TWEAK Apo—3 Bt 445 .DR3 B 44 )  TNFSF13 (APRIL TALLZ2) . TNFSF13B (BAFF
BLYS. TALL1. THANK. TNFSF20) . TNFSF14 (LIGHT HVEM Fi 4. LTg) . TNFSF15(TL1A/
VEGI) . TNFSF18 (GITR fi. f4 AITR Fi 4. TL6) . TNFSF1A (TNF-a Conectin. DIF. TNFSF2) .
TNFSF1B (INF-b LTa. TNFSF1). TNFSF3 (LTh TNFC. p33) . TNFSF4 (0X40 Bk gp34. TXGPL) .
TNFSF5 (CD40 Bt 44 CD154. gp39. HIGM1. IMD3. TRAP) . TNFSF6 (Fas Fit 44 Apo—1 Hc 4. APT1
A& ) « TNFSF7 (CD27 HcAd CD70) . TNFSF8 (CD30 Fir 44 CD153) « TNFSF9 (4-1BB Fii & CD137 i
# ). TP-1. t-PA. Tpo. TRAIL. TRAIL R. TRAIL-RI1.TRAIL-R2. TRANCE.%$ #5244 TRE. Trk.
TROP—2. TSG. TSLP . H8d AH I FRIT IR CA125 FRIK S 55 Wt Y AH I FRIBR K AL A0 ) Jib e A 52 1)
PUE  TWEAK. TXB2. Ung uPAR. uPAR-1 . JR ¥/ . VCAM. VCAM-1. VECAD. VE- 5 K& &5 11 . VE- 45
i HH ~2. VEFGR-1 (f1t~1) « VEGF. VEGFR. VEGFR-3 (f1t—4) . VEGI. VIM R FEEPLE . VLA,
VLA-1.VLA-4, VNR #EEXCE [ A MR A% X (von Willebrands factor) .WIF-1.WNT1,
WNT2.WNT2B/ 13 WNT3 . WNT3A.WNT4,WNT5A, WNT5B. WNT6 . WNT7A,WNT7B. WNTSA . WNTSB. WNT9A
WNT9A. WNT9B. WNT10A, WNT1OB. WNT11, WNT16. XCL1. XCL2. XCRL. XCR1. XEDAR. XIAP. XPD LA
SRR R TS24k
[0146]  7F — & STt 7 S, AR T ME DU AT A SCHE IR I pT TR 0. w7 e #E AE
I AR B 58 BCAE T R A A B 7R 2 ek o] D2 28 T A R B pl 8 k. 3X B Hi R 78 A
SCHR PR A PR S A e e DRI, A AN 0 I St T R, AR R B A R
ZA20d pl TR N0 W E € X A] T — &R Z1 I PR ™ b A e #5491 2, §E \] CD20
KV Z Pk n] L2 ad T AR B pl TR OIS, a0, A% B pl &2 R4k m] DUA T
PLF B4, BTk B K B b KA T R 2 BT (rituximab) ( Rituxan®, 1DEC/
Genentech/Roche) ( 2 WL 41 US5, 736, 137) , # b #E Sk 36 97 9B 1E & 4 Wk R I ik &
P CD20 Fi4& ;HuMax—CD20, H #if 1E B Genmab JT & [ $7 CD20 ; £ US5, 500, 362 1 fifi ik (¥
Bt CD20 $HT A& ;AME-133 (Applied Molecular Evolution) ;hA20 (Immunomedics, Inc.) ;
HumaLYM (Intracel) BA J PRO70769 (PCT/US2003/040426, b i Ay  # 92 3R 8 (9 A% 5 44 Al
H. 32 (Immunoglobulin Variants and Uses Thereof)”) . #HE[h 3 &7 A4 KB 752K 11
%ﬁ%ﬁ’]ﬁﬁj\ KVFZ PR n] A2 T AR K I — e A2l pl TR N0 K1 € X, fr
W A% 53 6L #5 EGFR (ErbB-1) « Her2/neu (ErbB-2) . Her3 (ErbB-3) . Her4 (ErbB-4) . 5] {1, 4%
KW —AN 2 A& pl THES0E 1E 2 X o] AT PR Pois, frid foak R s b2 24
T Z B B4 (trastuzumab) ( Herceptin®, Genentech) ( 2 W45 41 US5, 677, 171) , #
FEHE K8 97 FIE I AN IR AL IR 9T Her2/neu HUAE < 1022 Bk B4 (pertuzumab) (rhuMab-2C4,
Omnitarg™), H #7 IE B Genentech 7 & ; 7E US4, 753, 894 th 4 ik [ #1i Her?2 Ft 44 ; 5
B $1 (cetuximab) ( Erbitux®, Imclone) (US4, 943,533 :PCT W096/40210), fE
I PR B8 5% v BT 4% Bl s 9 (9 Hk & T BGFR T 44 :ABX-EGF (US6, 235, 883) , H #ij IF H
Abgenix-Immunex—Amgen JT & ;HuMax-EGFr (USSN10/172, 317), H #ii 1E H Genmab JF & ;
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425, EMD55900. EMD62000 LA EMD72000 (Merck KGaA) (US5, 558, 864 sMurthy %%, 1987,
Arch Biochem Biophys. 252(2) :549-60 ;Rodeck %%,1987, J Cell Biochem. 35(4) :
315-20 ;Kettleborough %%,1991, Protein Eng.4(7) :773-83) ;ICR62( ¥ JE W %%
fr (Institute of Cancer Research)) (PCT W095/20045 ;Modjtahedi %%, 1993,
J.Cell Biophys. 1993,22(1-3) :129-46 ;Mod jtahedi %%,1993, Br J Cancer. 1993,
67 (2) :247-53 ;Modjtahedi 28,1996, Br J Cancer,73(2) :228-35 ;Mod jtahedi 2%,
2003, Int J Cancer,105(2) :273-80) ;TheraCIM hR3(YM Biosciences, Canada #Ml
Centro de Immunologia Molecular, Cuba (US5, 891, 996 ;US6,506, 883 ;Mateo 2%,1997,
Immunotechnology,3(1) :71-81) ;mAb—806 (Ludwig Institue for Cancer Research,
Memorial Sloan-Kettering) (Jungbluth %%,2003, Proc Natl Acad Sci U SA. 100(2) :
639-44) ;KSB-102(KS Biomedix) sMR1-1(IVAX, & 5% J& %t #f 5T B ) (PCT W00162931A2) ;
LA %2 SC100 (Scancell) (PCT W001/88138) . 7E b3 — ANt ik 1) 52 Jith 77 28 vhr, AN R B ) —
A B A St pT TR o 18 2 X AT F T B & k8 bt (alemtuzumab) ( Campath®,
Millenium), H A7 #7HLAE A T-¥097 B 40 MO 12 bk B2 40 g 1o afn s 0 AR AL ) SR g B Sk . A
K H— D Z A 2ad pT TRENE 4E 5E X AT T R B AL T H & 1l PR s A e
(1) 2 B iR, BTk iR AL R E AR T - 3% 51451 (muromonab) -CD3 (Orthoclone OKT3®
), 1 Ortho Biotech/Johnson & Johnson JF &4t CD3 Btk : & HHZLaHT (ibritumomab
tiuxetan) (Zevalin®), gy IDEC/Schering AG F¥ K I CD20 470 14 ; 74 3 Bk 2 5y B0 oK
£ (gemtuzumab ozogamicin) (Mylotarg®), fy Celltech/Wyethan 7F & B $t CD33 (p67
AR ) Pk BT R F (alefacept) (Amevive®), B Biogen JF K [¥ §it LFA-3Fc i
W) s B # B P (abciximab) (ReoPro®), gy Centocor/Lilly JF & : B | # 1 4
(basiliximab) (Simulect®) sy Novartis JF & sARIER T (palivizumab) (Synagis®),
H MedImmune FF & 5 9% < F & 8 $1 (infliximab) (Remicade®); iy Centocor FF & HI
B INF a #7044 ; B 35 K #4710 (adalimumab) (Humira®), iy Abbott JF & i Hi INFa 47
A sHumicade™, B Celltech JF & IHT INF a $i4k ;4 I P63 (etanercept) (Enbrel®),
FH Tmmunex/Amgen JT & B $iT TNF a Fc §l & 4 ;ABX-CBL, 1 B Abgenix I & BT CD147 $11
A ;ABX-IL8, I i Abgenix JI & B #T IL8 #7144 ;ABX-MAL, I i Abgenix JI & [ #1 MUC18
U s R £ K B P (Pemtumomab) (R1549.90Y-mulMFG1) , Antisoma JF & H ¥ $T MUCI
Therex (R1550) , IF B Antisoma JT & B $L MUCL $i44& ;AngioMab (AS1405) , IE HH Antisoma
JF % sHuBC-1, 1E H Antisoma JT & ; it ¥ (Thioplatin) (AS1407), IE A Antisoma JF &K ;
Antegren® ( F A ¥k #4577 ), IF 1 Biogen JF R [IHT a —4- B -1 (VLA-4) Fl a -4- B -7 #7t
4 :VLA-1mAb, 1E 1 Biogen J¥ & II4T VLA-1 BB Bt sLTBR mAb, 1EH Biogen JF & I
DUtk EE R B 524K (LTBR) Hifk ;CAT-152, 1FEH Cambridge Antibody Technology J /&)
U TGF- B 2 Fiifk ;J695, IEH Cambridge Antibody Technology Fil Abbott JF &I T1.-12
PUAAR sCAT-192, 1E H Cambridge Antibody Technology #1 Genzyme JT & I $it TGF B 1 $T
A sCAT-213, IEH Cambridge Antibody Technology JF & HIFRE R 4H M TEAL Eatb K 7 1 3T
A sLymphoStat-B™, 1F H Cambridge Antibody Technology Al Human Genome Sciences
Inc 7T & #1310 Blys $ii A sTRATL-R1mAb, 1E B Cambridge Antibody Technology #11 Human
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Genome Sciences Inc R MIPL TRATL-R1 Fik ;Avastin™ ( DR EAFHT . rhuMAb-VEGF) , 1F
Genentech JF & I VEGF 44 5t HER ZAK K BT, IEH Genentech JFR B4l 2K ¥
(ATF) , IE.H Genentech JF R HTH LA FHifhk sXolair™ (IR AL (Onalizumab)) , i H
Genentech JT & FIFT 1gE HiiE ;Raptiva™ (#KEERHAHT (Efalizumab)), IF H Genentech 1
Xoma T & K1 $Ht CD11a ik sMLN-02 Hiifl ( PAHT 2 LDP-02) , 1E i Genentech Al Millenium
Pharmaceuticals JF & ;HuMaxCD4, IE [H Genmab JF & ] $it CD4 #i 44 ;HuMax-1IL15, IE
i Genmab 1 Amgen J1 & W $t 1L15 i 4E ;HuMax—Inflam, 1E Y Genmab 1 Medarex JF & ;
HuMax— &7, 1 H Genmab 1 Medarex PA fz Oxford GecoSciences JF R WIFTSEAT HKBE 1 Hidh
HuMax— 3k 2983, 1F FH Genmab A Amgen JT & ;HuMax-TAC, IE H Genmab JT & ;IDEC-131, F
CD40L fifAs, IEH IDEC Pharmaceuticals JF & ;IDEC-151 ( 337 & 847 (Clenoliximab)),
1E i IDEC Pharmaceuticals JF & 4t CD4 $i44 ; IDEC-114, iE fH IDEC Pharmaceuticals
JF & [ 470 CD8O Ht 44 s IDEC-152, 1E Hy IDEC Pharmaceuticals JT & I $t CD23 ; 4t 5 W 48
M v & K7 (MIF) $i4A, 1E f IDEC Pharmaceuticals JF & ;BEC2, 1F H Imclone JT & H]
PR EE I R Fi A s TMC-1C11, 1E /) Tmelone JF & [I$T KDR $t 44 :DC101, 1E H1 Imclone JF
R EIPL k-1 bk 50 VE F545 5 & A Ak, 1IE 1 Imclone JF & sCEA-Cide™ (47 DU Ek #41
(labetuzumab) ), 1E f1 Tmmunomedics 7 & M) Hi9E & Hi 5 (CEA) Hi 4k ;LymphoCide™ ( &
A Bk B $1 (Epratuzumab)), 1E B Immunomedics J& & W Bt CD22 i 44 ;AFP-Cide, 1 HH
Immunomedics JF & sMyelomaCide, 1F B Immunomedics 7 & ;LkoCide, IE H Immunomedics
H &% :ProstaCide, 1F H1 Immunomedics JF & :MDX-010, iE fH Medarex JF & #J #it CTLA4 T
A MDX-060, IF i Medarex J¥ & ¥ 5t CD30 #7044 :MDX-070, iE fi Medarex JF & :MDX-018,
1F i Medarex ¥ & ;0sidem™ (IDM-1) , #1$¢ Her2 Fi 4k, 1E 1 Medarex 1 Tmmuno—Designed
Molecules JF & ;HuMax"-CD4, 1E B Medarex il Genmab JT & f)$1 CD4 $i 44 ;HuMax—1IL15,
1E #1 Medarex 1 Genmab J /& B $t IL15 i 44 :CNT0148, 1F 1 Medarex Fl1 Centocor/J&J
TR B4 TNF a $i4k sCNTO1275, 1E i1 Centocor/J&J FF & [ Hi 40 i X 7 B 44 sMOR101 1
MOR102, 1E H1 MorphoSys ¥ & B 470 4H M [ Kl B 73 1~ —1 (ICAM-1) (CD54) HioA :MOR201, 1k
MorphoSys JF & HI 5t i £ 4 41 g A= K PR 32 44 3 (FGFR-3) $i4A : Nuvion® ( 4 74 Bk #.45¢
(visilizumab)), IF i Protein Design Labs JF & fI$ CD3 Hifk sHuZAF™, 1E H Protein
Design Labs JFAHIPT v T EDUE BT a 58 1 BELEEH, IEH Protein Design Labs JT
K Pt IL-12, 1IEH Protein Design Labs & ;ING-1, 1EH Xoma T & I $HT Ep—CAM Hii4As 5 A
S MLNO1, 1E 1 Xoma FF R 18T B 2 BEECE A BiA :pI-ADC Bk, IEH Seattle Genetics JF
K EAB A LA S 2510 T 225 STk 2 DA 51 7 SN A FE A A SO .

[0147] 5 SR E IR e A il 7 S 1 BN DT RN T DI REIIAEE [X o« Kabat SFI4R | 8
TR R X VF 2 — 7 BT e IR DRAEFE L, ARATTG B — 20 21 73 25 A CDR
AIHESE, H FHLAE T H AR (2 ULE. A. Kabat %, SEQUENCES OF IMMUNOLOGICAL INTEREST,
555 hig, NTH AR, 2 91-3242 5, ik 226 SCilik 2 L1 I 7 AN )

[0148]  {EARPEERET M 166 1200, 78 HBE P AR E R el BR B I a5 A3 A SO “He
PRI (Tg) &5 i) = e R A = 0 = A5 M M B BRI X o AR B T OG0 1Y)
S EREAE R, B FERE E E (CH) S AsEBESS A I8 7 TgG HUIR BB LT, TG [RIFh AL %
ARG =ACH X [HI, 7E TG SO0 R, “CHY 8582 IR - “CHL 7 28R HE WI7E Kabat
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H EU R 51 AL E 118-220, “CH2” 2 FaHR4E /e Kabat H (1) EU R 5| AL E 237-340, FF
H “CH3” & FE MR ¥ n7E Kabat W[ EU R 51 AL E 341447 QARSI /R AL T Frdifik, pl
AR SR T AR DL R S I — N E AN CH X PAEREX e

[0149] N MFE I, ASCHER I FFIHC A T CHL XA E 118 sBRIAE S 4ME H, 7 WAL
FEAIAF X o T, BAREE R T SEQ 1D NO =2 [R &S — el Sk H6 i2 hr B« 17, R
EU 5 B4R T CHL X A7 & 118,

[0150]  FEHEMT Tg GH5AIRIN 73— N RADREREIX o A SO “BRE” B BOREIX” B “ Pk
BEDX” B ER A U RRE X R B R R 2 K, TR 2 IR S AE PRI S — 555 1
TEAEFIE 2 A R IE IR . FESEM) I, TeG CHI S5A4845 o T EU A7 & 220, 3 H 1gG CH2 45
FIIT 46 T 5L BU A7 B 237, BRI, 51 TeG ok i, BB B AE A o il e SUN B FE AL B
221 (1gG1 H) D221) Z 236 (1gG1 FH i G236) , o4 5 2 MR PE U 7E Kabat tH i) EU R 5. 1E
— ST T Z R, B ANFE Fe X TG O T, CLRE T BCRE, o “ TN REE Y 1@ RO AL E 226 B
230, WA HrE Y, FIRE T ATERCBE X HH AR pl A8 e ddk o

[0151]  FR4EIE &AL 5 WA A - AT AR FR a5 A8 (& 32 BE CDR, 31 HLIERIFE K Fv X 11
AR E A ) FIE R R REIX (BN CL B C k).

[0152] DA RAERE AT H e BUR R UL T RO 5 — A X A& Fe [X o JA SO A ) “Fe”
B “Fe X7 8 “Fe g58380” ()2 2 BLAEHUR I IE 2 X A ELRE 8 — 18 2 X A R L1 454
WO HAE— 2500 R, S MERE I Z K. [RIk, Fe /248 TgA gD BAA TgG M5 M ME 2
X G5 BR A 25 F38, TgE A TgM s Je —AME E X 5 3R aE 25 R 30, DA R I e 55 1A 35k 11
N KR RPERE . 4T TgA Al TgM ki, Fe ATLLELEE J 8. T TgG R, Fe 45HIRE
TR EBRE G Cy 2 M Cy3Cy2MCy3) PAAECYLCY ) H5Cy2(Cy2) 2IH
N BBEIX . HAR Fe X R A n] PLeAs, (B NS TG HBE Fe X0 F 47 2 XN R H R 3t
A R IE €226 BY P230, Hip 4 5 /2 AR IE W0 7E Kabat F1 ) EU &R 5] . 78 —Ss5LjfJy = Hh, i
PAF B SE A MR, %) Fe X AT 2 SEBAB R, 4] a0 ARUR 455 2 — Bl Z A Fe v R 3248k
#E 4% FeRn 524K,

[0153]  7E—UEsfitir R, Prih e K. ARG it s B2 PR it R AR
AW SRS A4, LG T AR [XRME 52 [X, 1% 6 X AL 5 WA SC TSRS (1) — Fh 2 Fi& i .
[0154] B3, HUikn] DUZE Z R a5 M0, 2 ml AR EA R T Hui B Bog PR 0 7
PEBUAR LU S AT B A (FEA SO I B RR A “PURA A ) G s
NI SRR S (A BB “BUR g &4 ) AR EE R 19 1 B

[0155]  FE— /NSt 7 &, Piig btk B, HEE S H 20— AmT Dl pl TR s
[PIE S S5 A B0 vT o BARSTIR B BEEFEEAR T« (i) Fab J B, Hol VL. VH, CL BA & CHI
SRS R 5 (P1) Fd B, b VH R CHI S5 R385 (iii)F(ab’ )2 B, Hog B 8w
ANERZE I Fab F BB A B s (vid) BUBE Fv 437 (scFv), Hob VH S5 F30R0 VI 45 44 45
H IR BB 45 TR 45, T 3 IR B 485 7 o VR X B A &5 AR 45 5 DA IR TT R 45 5 7 05, (Bird 4%,
1988, Science242 :423-426 ;Huston Z¢, 1988, Proc. Nat1. Acad. Sci. U. S. A. 85 :5879-5883,
PR 22 SR LS IR 7 sRASTRIEN ) 5 (v) “RUTAAR” B = Pudk”, How it 3L D4 fl
S AR 2 0 B 2 SR A BE (Tomlinson 2%, 2000, Methods Enzymol. 326 :461-479
W094/13804 ;Holliger %%, 1993, Proc. Natl. Acad. Sci. U. S. A. 90 :6444-6448, i 5 iX & 2>
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7 ke LG BT At ) .
(01561 W] LA A W H B Hidk i Be B 455 A LU ST —Phel 2 fik i By : &4 pl T
T2 2403 AR AR & W R CHL L CH2. CHS 5 DA S CL G5 M. B0, Fe Rlar e ol ik 2 ) o — Fob
A Fe X (CH2 A1 CH3, ARIE L 5 5BEIX ) MIEEY. VF2 Fe MG e A A,
FE AT DodE i A A R B pl A Aokt FEAE LR, R AR SCHRIR I pl A8 AR
{EATZ & 7T LUK Sk B A b 1 e <CHL ;CHLLCH2 A% CH3 sCH2 sCH3 ;CH2 1 CH3 ;CHI
AT CH3, AT DU 45 1 4 B 5 ) (AT BT A7 A RS A B0E X o
[0157]  B. k&M AL Hidk
[0158] Lt )y 2 oh, Hiik ] LAJe Sk A AR MR S 90, 6ln, xS HiisA / BeA
PALHUR . W, “CHE iR ” A NIEAPUA” 2 4e G0k 5 — 0 EL EWRN ) 24 X T
Mo B, “Ix AR A5 B SR E AR (BE ST, KR D) K— DA
AR H AR — e AMEE X . NEAPUA” @ 28 3E AR bk, friddifk e
] AR G5 AR SBUHE AR X A A2 N SR b e R e 91l o J8H, 782 N JRAL iR, Br T CDR 2
HPRIREA PO 2 NSRRI 2 A% H TR GRS, 8L 5 R 7 HUAR 1) CDR 2 A X Fh gt 44 A
7o 4 CDR( — e mi 4t AE N 2R WK b R IR IR R 9w 5 ) B8 A BN R PR ml A2 X
(1 B A B AEZE v, DU ™ A — B ik, Frad §i4A s e P8 s 88 N1 CDR SRk g . Frid it
PRI 72 2 i 38 T 40 WO 92/11018 ; Jones, 1986, Nature 321 :522-525 Verhoeyen/%u
1988, Science 239 :1534-1536 ™, Jr A X225 k2 LLG I FIRY 7 Nl dF . &%
T 5T W 32 AR HEZR IR 5L “ [l 52 R A2 A B ) AR PR 2 U\EE”}ET%}J%E’J?EWJLMSEP
P2 B 35 A (US5530101 5US5585089 sUS5693761 ;US5693762 ;US6180370 ;US5859205 5
US5821337 :US6054297 :US6407213, fr A X 422 k& LI R 7 S4B ) « AJRAK
PO AT e A B0 25 e e BR A U X ) 22D — 8 49, a2 NSRS Bk e 1 (K8 4, I
HL DR a5 N2 Fe X ab ] DU A H A 0 4% TR O R e 5 R G/ BROR A2 N
FALHE . Rogue %5, 2004, Biotechnol. Prog. 20 :639-654, ATk 2% ~Cilik & LA 5| A5 5%
AHRIF N o HT NN EGE JE N SR BT 1) 2 BB R TN AR AR Qg 2 AR TR A (2
WL Tsurushita & Vasquez,2004, Humanization of Monoclonal Antibodies, Molecular
Biology of B Cells,533-545, Elsevier Science (USA) FIH oh il i i 222 Sk, i
K Z ke LAGT T NN ) o NIRRT AL FEE AN IR T 76 U % 30 i A
H] 77 7% :Jones %%, 1986, Nature321 :522-525 ;Riechmann %, 1988, Nature332 :323-329 ;
Verhoeyen 2%, 1988, Science, 239 :1534-1536 ;Queen 2%, 1989, Proc Natl Acad Sci,USASG :
10029-33 ;He 4%, 1998, J. Immunol. 160 :1029-1035 ;Carter %%, 1992, Proc Natl Acad Sci
USA89 :4285-9 ;Presta¥, 1997, Cancer Res. 57 (20) :4593-9 :Gorman 4%, 1991, Proc. Natl.
Acad. Sci. USA88 :4181-4185 ;0’ Connor 2%, 1998, Protein Engll :321-8, g ix b 522
A2 LA -7 SRAas B IF N o 980/ NAE N SRHTAA AT AR [X IR A2 T A ) N U A B HE 8 1 7
A LB FE R E Y (resurfacing) i, W WI7E Roguska 2§, 1994, Proc. Natl. Acad. Sci.
USA91 :969-973 itk , Fridk 22 SCiik e LA G I 7 XA N o A2 —ANSEiti 7 22 7h, 4
AR A BT 0, SEAR RS SRR M R I . TT USRS T 254 (9 053 T N TR R S A
PR, 920, 4nAE USSN11/004, 590 HFrdiiidR . FT LR FH T #2107 vk NS4 / Bl
ST A AT AR XS AT il 2, ik 75 ik LB AR AN B T2 LA 2 I P ik 1K 7 V% <Wu 5%, 1999,
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J.Mol. Biol. 294 :151-162 ;Baca %%, 1997, J.Biol. Chem. 272 (16) :10678-10684 ;Rosok %%,
1996, J.Biol. Chem. 271 (37) :22611-22618 ;Rader %%, 1998, Proc. Natl. Acad. Sci. USA95 :
8910-8915 ;Krauss %%, 2003, Protein Engineeringl6(10) :753-759, fif f3 ix t& 2 % ¢ ik
e LG T RN Her NI TR LB R HE CDR (5843, Ak 7778
FEAE AR BR T 76 PL R &% 30 op 4 3R 1) 5 22 :USSN09/810, 510 ;Tan 45,2002, J. Immunol. 169 :
1119-1125 ;De Pascalis 2&,2002, J. Immunol. 169 :3076-3084, it 5 iX &2 % Wik +2 LA 5
77 AN

[0159]  7E— NSty S, AR B IR UR i] DL 245 e e BiAd, JF HAR il o2 XURs = Bt
A, FIT IR XU S PESTU A B RO “ Pk, XSk a5 A2 (BEL2 A ) A
[F40 5 BAH IR b AN R AL TR . o] DL ARG e 2 01 1 22 b T Xk il i XU
(Holliger 1 Winter, 1993, Current Opinion Biotechnol. 4 :446-449, Ffrik Z2 ik & LA
ST AR IEN ), 10, 4761 4 BOR B 458 A58 8 » £ 2500, 2405 i (f)
WIXURE %) P AR .

[0160]  7E—Nafite 5 &b, Prik e i bk . b2 s MU Puid s g A, ik &
JRAELE scFv ER: R CH3 4544938, Hu 25, 1996, Cancer Res. 56 :3055-3061, filfid 2% k&
PLSI BT SRA IF N o TR T b, CH3 Z5 M3k n] L2283l pT TREGE T« 78—
N, scFv AT AR 22 Fe X, JF H AT DAALdE — 2o Bl S At IX o

[0161] AR FIPUAE T &5 S EAHN . 255K FARER AL AT SR £
RIS, SRR A % 0E JF B GH i B fe 15 22 b 0 B/ BRI 22 B, i 22 K AT
LT R 4R M 22k . 8, K i@t 20 —Aaifh DRk Hil 46 5 B 2 k. “a B bt
7 2R REL EANE HEPUAR P, Fridk e Hiis A A P05 5% .

[0162]  “Kfihah &7 Fi e PR BRI “ R e 45 6 27 58 PR Bk A B R E Bt
JR RN A R R i R S AR R A AR A nT I B R AR S B,
A] LI 5 R 4 7 IR 256 A ELROR I E 7 1 I 45 & AT &R S P45 6, v i JiE 7
TIEE e AN BA LS IEHER SIS 7. B, o] DLE 5 20 T AR S I8 2 158
G E Ry RS

[0163] 5, x40 S s A B A LR KD B4 ml LR TH H 5% 4 e P JiR s Ao p o o
GEE B ADL 10 M E DL 10°M DL 100, B 10 ML EDZ) 100, F /D% 100, B
HEDL 10U B DL 107N B DL 107 M B K, Horp KD 248455 Bk - Hs A BAE
FH ) A6 o TS, AT S T IR B AL X B 40 17, o PR 45 5 U I BT fro Ji B
T B BL RS E0U KD 220 £%.50 4% . 100 £%.500 4% . 1000 1% .5, 000 £i%. 10, 000 1% 5§
FUEZ
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W AEATAR B — CDR A HUAR 1 ANER 2 AN Bk 3 NEIER, HF HIEH 76 —4 COR Wik fr A2 T
AABE A6 AT A8 A9 ANE 10 N, BRI, B BRI A2, fEATAT CDR H T HUAR, 1
A2 A 3 ANEAR AT AT 20 A AT LA ST 3 I HAT 3 b 5 AT AT 2 B A 4L A o

[0222]  7E—&IEH B0, 78 CDR W U MRS AT B Ak “ R AN ME A7 o “oR A BSG K” Be
e — B2 COR A — A AR KIPUE, 5 AN A B R (2R A BT A B
B, TR SR A A5 S B R SR A . AR BT, AR/ WL, (H AT BE T BN T
P e TR () S A, (H & I 08 A SR I 1

[0223] W] DABEAT SR AN B DA 5“2 A7 HUARAH LU, 1 B 0 ft S5 () 45 6 o A it 3
A% 10% % 50% % 100% 2 150 % 8 2, 53N 1 2 5 f%. Juik s A vE sz i i
P SEAR B G B AT G B IR B 2 7 R S AN VR o I O ) T ok AR S R M
HidiiE. = W, B0 Marks 25, 1992, Biotechnology10 :779-783, FIrid SCik A 1 @ it v] A%
HEE (VH) Fn] AR5 5E (VL) 25 M98 0 R EAT SR A ME 8. CDR A1/ BIHE B0 5 11 i AL
AP AR T 440, Barbas 28,1994, Proc. Nat. Acad. Sci, USA91 :3809-3813 ;Shier 2,
1995, Genel69 :147-155 ;Yelton 24,1995, J. Immunol. 155 :1994-2004 ; Jackson 2%, 1995,
J. Immunol. 154 (7) :3310-9 ;L % Hawkins 2%, 1992, J. Mol. Biol. 226 :889-896,

[0224] 8435, AT DAFEA K B AR () — N B2 4> CDR AR idEAT Z SR R A1, ik 2z S IR &
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Uiz “UTERTR”, 400 A0 AN B S SR e e 5t AR S A e o AT DA T 22 Jit DRI AT 3 A5 11
Firid R R R A Rk ( anm] DUER S g A< & BH I TR R AZ BR 34T ) &

[0225] PRIk, 78 5 () CDR AN A4t 6045 76 4% % B 1K) CDR ABiad ity e XL s B, A& BRIt
T DAL 7E Ab79 F1 Ab19 [ — Bk £ 4> CDR WINE LR &1, A4k, W LA R BTG, &
TR °] DT #h 3 HAT & HIAE CDR AAR AEAT X B AT , Birids [X AL FEHESE X FNE 2
X

[0226]  ADC f&/fi

[0227]  7F 85T 7 S, A KW ol Julk 5 W46 OB itk - AMEEY
(ADC) o ', ADC # FHAE e 7 B Hh , 78 Birad 2 A A A AR — 250 886 1ok Jm i a6
0 B B P B B AR R AR, oV ) 34 08 25 00 43 2 IR L 3 RT DA Ao R B R RN L IS
IR PEEEAE . IXPE R FIMEIR B HRALAE Ducry 4%, Bioconjugate Chem. ,21 :5-13(2010) ;
Carter 2%, Cancer J.14(3) :154(2008) L. Jt Senter, Current Opin.Chem.Biol. 13:
235-244(2009) 1, FrA X B2 SO 2 R LS L 7 XA FF N .

[0228]  [Rlith, AR BAERAIL T WA R MM ol Pudk. @, LA NPT, @it Ly
B2 R PO R AT A A, FF HAEE AR TS+, 2200 2 Ik (S Frdks, ke o] BAg vt
ST BRSBTS AN U ) o B Ah, Gn B RTIR, wT DL i B Ak N 12
IR BRI ATE S 1 - 495t (LU-D) MBRES . WIARGISHE AR N G ELfE, Pk 4
VI 3 AR o] DU T N R 26 AT AR AL, FEE T RAE L 0 1210 & 12459 & fuik 28
R, WA SEER AR N O B R, SEPR R R P IIE.

[0229] PRtk AR BHARAE T R4 & 22910 ol Hidk. LU Pk, 24t 7 nT DOR AR £k
= FAGHIY ADC B 259, Frid ik A LA AN BR T A B 1477, b 23 o7 7] S AR A ] 551
BEan (0, 40 ER RO AR Y BRSPS 1 R R B By BUBCH MR R A 2R CRIT, JRCH
P AW ) o EHE IS R, AR Wk — 44t 1 TR ADC 11757

[0230]  fEA R B R A FH 1) 24 W) B0 6 4 B 25 14 2500, AR nll 72 FH T e YR 97 I IR £ . ik
24438 AL 45 DNA B4 75 LR R UL R EAT I R 4 B 4 77 () s A5
PR R0 HE < B 7], 0 = S PR A 5 R AT o) ) AR S TR B A 77 sDNA R NG DNA
ZUE) 0 A EE A BIRE R (anthracycline) KEMIZGW) . KEFEAY) LB R
(mitomycin) JERE R (bleomycin) ZHMIEF A% VHERE (pteridine) ZKEMIZM M —
P R TR ZRalRI] (dolastatin) REERE (maytansinoid) 715 T 7). BA R
2B (taxol) o

[0231] XU R R A ALRE, 49« 2 S (methotrexate) « FHIERS (methopterin) .
AR A M A 5 g K W g (5—fluorouracil) (6— Ff i ME A Fi] i H (cytosine
arabinoside). 3 % © (melphalan). & FH % ¥ (leurosine). & FH % ¥r Hh Hr
(leurosideine) . it 28 H# & (actinomycin). ¢ 41 % % (daunorubicin). £ ZF [t £
(doxorubicin) #2248 K C. 4438 K AR A (caminomycin) 2 UMY (aminopterin) .
fbFEE R (tallysomycin)  RFIER R DA R B RATAEY (WKFEIAT (etoposide) Blfi
PARFEIE T ) KFEWL (vinblastine) « KEFEHL (vincristine) KFEH ¥ (vindesine) (&
2Lt (taxane) (BLEEEAZLE (taxane) (R E M (taxotere) MIEER. T HR N8— Z Mt & A
¥ B EE (camptothecin) . &85 & (calicheamicin) My & (esperamicin) i —
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e  ZRAKE (Duocarmycin) AvZRKE SAVRZFE R SR L0 (F DML 3L
MG YT E (monomethylauristatin E, MMAE)  FE &R EGh Y] F (MMAF) DA S 2R3EE 1 (DM4)
PAEEATTIZAA .

[0232]  ®pR 0] ARG HIPEDUME - R AW, HF LAY E SR, Ak R Y5
FOWEMER /N3 TR, WS /K185 %K (geldanamycin) (Mandler %%, (2000) J. Nat.
Cancer Inst.92(19) :1573-1581 ;Mandler 2, (2000)Bioorganic&Med. Chem. Lettersl0 :
1025-1028 ;Mandler &, (2002)Bioconjugate Chem. 13 :786-791) ;2R3 EEE (FEP1391213
Liu %%, (1996)Proc. Natl. Acad. Sci. USA93 :8618-8623) LA J K % % & (Lode 2%, (1998)
Cancer Res. 58 :2928 ;Hinman 2§, (1993) Cancer Res. 53 :3336-3342) . B & 0] LA 45
T 456 DNA &5 5 BHR 1 57 A R0 1] (RATL A SR Tt i e A1) P 40 B 25 2 AR 400 i 2 R i
BN o

[0233] W5 pl Fiik S5 —MERZ P/ T iR (SRR ERE. 2R YT REGARLTT | 5
M R AT R R LA CCL065) MAA R RIGTEM X LT/ R MATEM NS .

[0234] REFRE

[0235] & & FAE R 36 6 B 20 W3 43 1) 32 58 AL & W 7 AU AT R A0 189, I L AT BA
MR RN 7 R SRR 3 &, A A g% TR UG B AR KR ™ 4 (2 I Yu %5 (2002)
PNAS99 :7968-7973) , BN CLRN IR 77 V5 & B 45 55 S R 5L S R . R BTk, wT LA
WL AT REIEEE A (WA TS 2 PR B ) RIBIHZY.

[0236] < M9l 1 1) 245 5 6 B 245 0 350 40 L K6 B A2 1 5 B4 19 0 2, B sl A2 1 11 5 A a0
C-19- & (L E LR 4, 256, 746) (@ H AL HIE JH % 22 H K (ansamytocin) P2 il
%) sC-20- F2 At (B C-20- B H 2L ) +/-C-19- i & (£E LH%5 4, 361, 650 14, 307, 016)
@ FHBERE T (Streptomyces) BURZETE (Actinomyces) i FH AL B A LAH i &2 i i
%) (LA C-20- i F AL L C-20- BRAJE (-OCOR) +/- iR A ( EE LS 4, 294, 757) (1B
RSl A I B I D& ol = W s VA=l = & S 2 O =8

[0237]  JR 5 1A 1 2 52 80 B 25 0050 43 i B0 45 LA DA AR (14 I &, 4n :C-9-SH ( 32 [ & )
54,424, 219) (1@ Id 3% B85 H2S 5L P2S5 [ BT il £ ) sC-14- e 58 28 H 2L (i H A
Ft /CH20R) ( S & F) 5 4, 331, 598) 1C-14- ¥4 F FL ol ik 420 H L (CH20H &%, CH20Ac) ( 3£
EE )5 4, 450, 254) ( kK KEE Nocardia) #4% ) :C-15- $#23E / B (EEELR
5 4,364, 866) (18 I BE R R A S G BE T ] 4% ) sC-15- K (SEE L A4S 4, 313,946
1 4,315,929) ( NS BER (Trewia nudlflora) 433 Hi ) (C-18-N- Jit & (£ L F 5
4, 362, 663 F1 4, 322, 348) (18 ik B 75 o AT 55 B B I FH A i) 46 ) s BA R 4, 5- AR (36
LR 4, 371, 533) (il =FAER /LAH & Ji7 56 56 B i 1) 4% ) o

[0238] 55 W] FH 1A/ DML ( A FFPE R &R 5 5, 208, 020 H, firid & R 2 BL 5| FH 5 =X
FEN) A DMA ( AFFESEFE LRI 7, 276, 497 F, Frd ERILSI T R9FN ) » 1S LA
LR Y 2 e SR B WA T 5, 416, 064 W0/01/24763.7, 303, 749.7, 601, 354
USSN12/631, 508, W002/098883.6, 441, 163.7, 368, 565. W002/16368 LA K W004,/1033272, Jit
IR L RE LG 7 AT IR .

[0239] # fw, 7F £ H & F 5 5,208, 020 ;5,416,064 6, 441, 163 LL K& Bk ¥ & Fl
EP0425235B1 A JF 1 & A 28 25 8 1 () ADC. il 38 77 v LA B AN YR 97 i, i id
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LR T 252 Rk P51 A A 7 S A JE N . Liu 2§, Proc. Natl. Acad. Sci. USA93 :
8618-8623 (1996) ik 1 & FIE B BEN ADC, FIrid 25 36 B BE Y Ay 44 4 DML IR &S B B 5 A
45 Iy Ve (1) SR S R UK C242.6 T IR 886 W i B0 355 7% 1) 465 Ve 400 A v 58 b 4t i 5
P, - HLAE AR A PR 2B K e v s HE TR v

[0240]1  Chari %%, Cancer Research52 :127-131(1992) #ik T4 —WRBe4s PRk 5
RS & g B NRES e 4l R 1 0Pt i R EREm bk A7 I, 8 2 456 HER-2/neu
T3 DR ) 53— SR B B T B B TAL 1 A ADC. ZEAR A3k AL 9 40 g 2 SK-BR-3 U]
T TA 1= BEG RSV AN EE P, Friddn i RRA 410 3x105 4> HER-2 K HiHit
I o ZIMNERA NIRRT AT B RS B R A I AN e R VR B, BT IR A0 e 35 PR T DA
WL IR PR TR B TR RGN . AT- REBEE AW/ R AP IR HAK
(114 B PR M EE

[0241]  VRImfthyT AN 2 f mABYT

[0242]  (E—4E5j 77 &2, ADC B0 pl Bk, FriR pT HUiRgE 46 22 2 f w7 8k % b )
fhyT (dolostatin) BRIAUMAET A BB YT (3£ E LIS 5, 635, 483 55, 780, 588) « £
P AT RN A 7T 2R B TP 8 12 L GTP KA LA B A 7 Z4 RN 41 i %2 (Woyke
25, (2001) Antimicrob. Agents and Chemother. 45(12) :3580-3584) , 7 H B A HilE (£EH
LR 5,663, 149) FHLEFIETE (Pettit 2, (1998) Antimicrob. Agents Chemother. 42 :
2961-2965) o % hu F AR YT BRI AR VT 25905 4 v DL K980 o i N (& ) R ek
CIRIL) Run b2 itk (W002/088172) .

[0243] ) P PRI VBR s Ath VT S it 7 B0 RE N A S B 465 1) FR 9L E b VT 2459035 4 DE 1 DF,
INTFEE“2004 £ 3 A 28 H 2L Senter 2%, Proceedings of the American Association
for Cancer Research, 5 45 %, fi 55 623 1, I H AR e £ H LR A6 5 2005/0238648
W, IR 228 SCHR A T N 52 DA ST I O XA B A 9 N

[0244] N7 45 P e E e T TS e 5 522 MMAE (ZE 181 10 o i, P iR 264 b L4 i
BERPURAME A MG T (L) 2 WEELR5 6, 884, 869, Ak LA 2 LA5| 7728
okt TP NG

[0245] 53— A R ER A 7T STt 7 22 2 MMAF, 7E 18] 10 FRoR i, Hoh i L 2R 45 H AL
b BRI AR LS 7 (L) (US2005/0238649.5, 767, 237 LA K 6, 124, 431, fiTik
P2 LG 7 A A RN ) .

[0246] A7 MMAE B MMAF DA R 35 PR SE 204 (AR SCE— D4R ) i H & om ) e szt 77
FHAALUNSWMYES (Hp Ab EBEDUA, JFHp £ 1 24 08) .

[0247] 3@, W] DA I 7E AN BUE 2 AR IR AN / BUIK R B2 TR T RS R i) 45 2 T
IR BRI 2500 43 490 Tt mT DARR 88 IR A 2 3 o A BT J R KD VBORE B B (2 WL E. Schroder
F1 K. Lubke, “The Peptides”, & 1 &, &8 76-136 71, 1965, Academic Press) il %5 prid
BREE. WRImALTT / 25w AhT 25938 4 v DR DA 255 SCHR i 7 2ok dil 4% < 36 [ & R
5 5,635,483 ;£ [H LS 5, 780, 588 ;Pettit 2, (1989) J. Am. Chem. Soc. 111 :5463-5465 ;
Pettit &, (1998) Anti—Cancer Drug Designl3 :243-277 ;Pettit,G. R. , Synthesis, 1996,
719-725 ;Pettit 28, (1996) J. Chem. Soc. Perkin Trans. 15 :859-863 ;LA S Doronina (2003)
Nat Biotechnol21(7) :778-784,
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[0248] KAHR

[0249]  7EH B0y G+, ADC A0 5 AR B AR, Frd Pk & 2 — PN a2 A A s
RO B, 5 ZBHr Mylotarg) &4 —ANRLH ADC 259, FHHAMMH T REHR v 1
VE NG R A (payload) (2 W3EH L F] 5 4,970, 198, firik & R & L5107 243 3F
N ). fEEEELR S 5,264, 586.5, 384, 412.5, 550, 246.5, 739, 116.5, 773, 001.5, 767, 285
PAJ% 5,877,296 HH iR | Hw RABERATEY, Ira X s & R0E Dol o7 8 O
No RAFRRGEMIPUE R AEART JBE IR AT 7= A2 XURE DNA i . 0 T~ %5 8
REBEMNREWHH 4%, 2 WEEELF S 5,712, 374.5, 714, 586.5, 739, 116.5, 767, 285.
5,770,701.5,770,710.5, 773, 001.5, 877, 296 ( ))& T American Cyanamid Company). HAJ
DA FH )R A B R IS5 A R B FEAHAN R T 2 v 1T a 21, a 21 .N- ZE2E - v 1T.PSAG LA
J% 0 11 (Hinman 2%, Cancer Research53 :3336-3342(1993) ;Lode 2%, Cancer Research58 :
2925-2928 (1998) LA K Fikf) American Cyanamid HIEH] ) o 0] PAZE-S AR A —Fhdr
JEAW NPT BRI QRA. RETE RS QFA %) HAG g WAE A7 A&, I AR 5 51 i
. R, S PR A T 0 P AR R 4 B R s e iR R AR R b i T B AP 40 B 2 1 R o
[0250] ZRKE

[0251]1  CC-1065( Z U 4, 169, 888, Frik L2 VA5 T A FEN ) M2 KA ZAE ADC
H R BT B R R AR R IX e AR 2 B @ 7E /N R R BRI RS R NS 6
DNA AT 91 e B vE e A i A, 3X 3 30 1 — 3% A S0 O A .

[0252] ZROKAEMEZENRAREZ KRR AEELHS 4,923,990, Fridk L8 BL5| I
HRIFN) MZRKE SACEEEFIS 5,101, 038, Frik LRI LG H 7 RFEN ) BLA 0
FELLR iR ) K E2R U £ E LR S 7,517, 903.7, 691, 962.5, 101, 038.5, 641, 780,
5, 187, 186.5, 070, 092.5, 070, 092.5, 641, 780.5, 101, 038.5, 084, 468.5, 475, 092
5, 585, 499.5, 846, 545, W02007/089149. W02009/017394A1,5, 703, 080.6, 989, 452,
7,087, 600.7, 129, 261.7, 498, 302 LL & 7, 507, 420, Frfq ix 2L 5] DL 5] A5 R IE N .
[0253]  VI. H-& 4w sk

[0254] W LDAZRE 2 AR B LA ) H e pubisg 77060 45 (BONU.BEHE 2 (streptozoicin) «
KB J R LA 5- SR WENE, Gk N LL-E33288 H A RE L E L H5 5, 053, 394.5, 770, 710
HA IR IR S (AR, DU R (SR RS 5, 877, 296) .

[0255] W LAAdFH (RO BTG M 25 3R L BUALHE R A BE L (MR R ARG A VS TR A B
AhErgR A BE (R A # 28  Mfu 7 (Pseudomonas aeruginosa)) « BEJRRER 3= A 8 AH I O 8
KA HERHER AN, - T HEH (sarcin) Jilild (Aleurites fordii) & H AT
% (dianthin) f2 A FE MR (Phytolaca americana) &5 (PAPT.PAPIIT DL Az PAP-S) .
K (momordica charantia) # ) F. Bk XA 5 82 . B2 9 5 . I 2 5 (sapaonaria
officinalis) 1 #] 7. B & . mitogellin., J& PR i & & (restrictocin) . iy & &
(phenomycin) K i# % & (enomycin) DA FERHIEE /S (tricothecene) o BU1, 2 I, 1993 4
10 H 28 H A ) W093/21232,

[0256] A KB — DR fE DU S A AR TE A &9 (00, o0 A% R B Bl DNA Y
DI R, a0l SA A2 WA T sDNA 1 ) - [R)JE B f¥) ADC.

[0257] B SR IR GE SR AR IR, oA T DAL 25 v BETRURH MR R i 2 P8O R 67 2R ]
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SIS TP A U 25 A BBk . S RE At211, 1131, 1125, Y90, Rel86. Rel88. Sml153.
Bi212, P32, Pb212 LA Lu FITBCH 1 R 2R o

[0258]  n] LA 01 5 20 U BB bR IC RN RS . Blan, BRaT DL AR
FR A AT DL A 2 S R B FH O B T R I AR B i T IR S R AL B, )
WA B S8 —19. 0 Tc99m BE 1123, Rel86. Rel88 LA Az Inll1l Adwic J BAZE ik v (1)
e R R AR R B 2. 42 -90 T LSRR H i R TR ik 4244 -90, TODOGEN % (Fraker 4%,
(1978) Biochem. Biophys. Res. Commun. 80 :49-57 w] DA #% A 2k I+ N\ fft —123. “Monoclonal
Antibodies in Immunoscintigraphy” (Chatal, CRC Press1989) vEAHHEIA 1 H B HI /1,
[0259] X TELEZNPUEAAEY), 4V F Al p RER, p £ BANTUELY 7T 1°F )
HH. 5ol IERAPUE 12 20 258 (D) RN . fEA M IS &4, A
25T 2508 B AT A H T B (WS W ELTSA Wl 58 PA K HPLC) KR 4E. iR m] LK T p
WE ik - MR E VI e &5 A

[0260]  7E—SE 50T, BT LA Bhin SR HPLC 3% LIk I T BOR Se B R pudk - 25M4a
MEAH e W s Brs - 2998050 73 8 alifk DL SCGRAE , 72 Frid 35 ik - 29948
AV p B fERBITERI ST S, p & 2.3.4.5.6.7 B 8 B 4L

[0261] W] L@ AGURE AR N 7 2 A AT H AR 52 ik - 248k &9 =
Ao TR, UM — AR AL S YITT LLELES ool Budk, HAE AR I 259 s AT
e R EE T, RS A5

[0262] V2 AN [F I RBLZ W3R4T TR 25980 / Biess 7L Bt 2 45670 1x ] DUIsE
A AR (Bngii s 1) RIS FR TR IE 1K S N SR 58 i, TR 2 R IR 7R S FE A 2 IR I
B B AN R A SR (U B R IR L AT 1 Ik Ul P o S DA B 5 4 e s B IR ) 45 s
3k A5 P AL AT B 22 O AR S e R i W R N, DU SRR IR (B ) Bk
SR PR RS (BUREL) . 74k, BUE Ge il an — s 2 B TE &8t FR L A
ARG R PRy T

[0263] IOV IRTFH T AW B R 45 G2 K (Schiff) Bl . XA kA4S
PR L 4L B S BRI 2, TN TE AR S 5 45 B R R MBS . 5 45 8%
STV B FA 2 A R . R BRIt T AR FAE AR A, DU T e i 2 g5 &
Flo HB PIEE AR AIEH AN 53 T, H HAE AR B B3E A

[0264]  7E—E5ft T &, fEIE U ARAE T, B (B4 T IaTR ) 524WRMN. 78
EI S S, A 2GRN / B A b OB A . FEIE Y AR T 2905 b (Rl
BUAT A 259 2 TR) 1R S N2 PR = i i 5 A i BRI T A e B

[0265] K ERAR K A2, 3 BT LA T 75 (A6 & W0 g AT AL 2 A2 0, DU A ik Ak &4 1) S B
At FH T 1) 45 A R BRI 28B4 B K. ol an o] DLE—e A B8 A B Rl (B nfk ., 522
B EE ) BN AR 259, BT A A 2 (P P B R e LA B/ NERORT B 2 IR R
[0266]  VII. BE&4S TG

[0267] W, Piik - WSV S EL S 2 ot S Bk oC 2 R I IBES T 6. 1R
— st g S TR, TR Y BN AP 2R AR T S BBRAE 1 T AR, DA AR RIS 2 I PR P gk
SE T (LR AE 250 5 e NPT TR RIS o 81, 43 A SR A 8 1 TR (1) Sk g ] DA 7 2 mp 2
FRIDEAE T ISR AR BB ity 2rp, IR 2R 7 R B Al . 70 e IR sty G, Bk
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G BT R AN T AR, L) @ o 7 VA B T B R RO T2

[0268] 7T — b S 7 Z2 v, 8 Ik 75 40 M 9 PR T R (A8 a3 T A B PN R A B A ik B
(caveolea) ) A71E IR, BEAE T2 ] AR I o R4S 7 0T DL 451 G ik 40 g o Kl el i (1
B R AR I BRI IR S 1, T IR B AL FR A PR TV B sl N IR AR I B 1 B 72— SRSty &
o, IRIE IS TR B DA R R R KB E D = AN K K.

[0269]  FARFI AT AALEE, (HANBR T 41438 88 B A D DL B 21 4 25 1 i g, 00 i 7 i e
B ASE — K 2 A7 2R W) 7K AR DA T A S s 440 . P RS BTG R 259 (23 DL, 8 i, Dubowchik A
Walker, 1999, Pharm. Therapeutics83 :67-123) . FKILERLS @it £74E T- %54 CD38 4 iy
HH R A AR . A8, T DA R e RS 2 1 B 1 I, B A 2 OB B R SR ) PR SR R
45 (Phe-Leu B{ Gly-Phe-Leu-Gly k&5 + (SEQ ID NO :X)), FridE /e 4l 2 m B IA .
P R 4E 7 1 H e sl H R el an SE & R 5 6, 214, 345 v, B £ LA 51 07 200F B
HFArA B A IR AAR S

[0270]  {E—L ity 42 rh, a4 i P HE Bl T SRR IR IR R 45 702 Val-Cit Bkah 7Bk
Phe-Lys B4 7 (20, #4n, £ LH1*5 6, 214, 345, Frik T RHER 7 A val-cit B4
M2 ZLERARR)

[0271]  7EHE et /7 S, n] ZAR I IRC A, 12 pH U, BT B2 pH {H R (17K A
&, @, pH BUBIBE, T AERRME A T TR BRI o 491, BT DA FH 75 v B A b ] K A
()6 BR U IR &5 7 (B, Ji s 2R TR AR R B 0 — &Sk IR L SR PR B 4 1
FEERE R ) o (B0, B0, £ H LR S 5, 122, 368.5, 824, 805.5, 622, 929 :Dubowchik
fl Walker, 1999, Pharm. Therapeutics83 :67-123 ;Neville 28,1989, Biol. Chem. 264 :
14653-14661) o Fril Bk &5 7 75 H M pH 2540 T A AR e (1, Qo8 iy i R 8, 5 2 £
fICT pH5. 5 BE 5. OV 42T VB VR K pH R 2 A ARE o R 28 St 75 28w, ] 7K ft 1Y) Bk 45
TR Zs 7 (A0, 15 48 Hh e 2k I o PR 2 ¥R T I e ( 2 00, 9 an, 35 [ &5
5,622, 929) .

[0272]  (EHCESCH T R, AEIR AT R, RS TR AT R (B, IRk 1) . 2
Pl BRI 4G 7 7EA ST A& LT, T IR R IBC 4l 7 B 5 ) e DA DA % 20 T 712 1
R -SATA (N- BEIABE NG -5- ZWE B AR R ) « SPDP (N— BRI IV i 1 -3- (2- nit
WE Sk TERIE ) RS ) . SPDB (N- BR H M W i 36 -3- (2- nibme 3 At ) TERER ) DL
SMPT (N— $% 31 B 3 Jig 36 — A JE 0 — o — WL — o — (2- Mikme 2t - gt ) W2k ) —. SPDB LA
Jo SMPT. (2 W, #9)l1, Thorpe 28,1987, Cancer Res. 47 :5924-5931 ;Wawrzynczak 25, 7F
Immunocon jugates :Antibody Conjugates in Radioimagery and Therapy of Cancer H
(C.W. Vogel 4%, Oxford U.Press, 1987, &% WL EH L H]5 4, 880, 935, )

[0273] 7R & HISLH T b, B TR N R EEER4E T (Johnson %%, 1995, Anticancer
Res. 15 :1387-93) « Ly Rk WV e o8 R I FL e 45 1 (Lau 2%, 1995, Bioorg-Med—Chem. 3 (10) :
1299-1304) \B{ 3" -N- BEREEIIY (Lau 2%, 1995, Bioorg-Med—Chem. 3 (10) :1305-12) .
[0274]  7E B IS T 22, B B 2 AN AT R 1), HLIE I B B R B A ) o
(Z W3EE AT 2005/0238649, FIridk 2 Aii e P51 K7 20 BB T A B H A IR
A3 .

[0275]  FEVFZ2 500t 29, BRah 1= B VIBR I . QA SOAS A AR TE “ B 18R B 1Al BE £
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SETE R BEFRIAL 20 40, BT I A 2358 40 B8 ATyt 1 P A TR] B PRI 27350 3 B 48 7F — g B AR
SEM =B+ MRG58 35 KSR 1, A RIS 71 B K55 4%
A e 2 W45 a0 :W02007059404A2, WO06110476A2., WO05112919A2. W02010/062171 .
W009/017394. W007,/089149., W007/018431. W004/043493 LA K W002/083180, ik & F ¥k &
2% — VIR IR BT A Y, v 25 R R SR R S R B U R I A T ATk BRI 2
1), 3 BT &R0 DL gl 7 s .

[0276]  BXZE T2 XA B A B KB AU . WA SO A, FEBR S 1 I LT, “ X
AR B AR BT KB E AU R B YR - A SIS R IR A b A (4
wn, fE MR ) I, Pk - MBS ERFE A AR T2 20%.15%.10% 5% 3%
B K T2 1% IS T 24

[02771 540, WT L@ ISR K S5uik - 2486k G Wi & TUE e - (g, 2.
4,816 BL 24 /N ) 5 I HLAR 514 105 o A2 A IR 125 2459 () 2 B AR U 5 TR 485 1 2 75 4 4 i
AP R B AU

[0278] 7R B IAEAN HHF IS0ty Ze b, BRah it T 4u Ak . 78R s R, Y
WA 2RIT A CHI, R ST iR ik - AWM E WG IR ES 1 — 1677
W rE S ) B (R T A Nk . 7R S T R, YRS TS BRI T AL
BRI A pT PRy, ik T4 AL

[0279]  ZMrA] LA ARG 7 i — ke Al FH IR s ) PR IR S A T :W02004-010957 .
L H A5 2006/0074008 . 3 [FH A A 5 20050238649 LA 2 H A A5 2006/0024317 ( firidk
LR A UG HE77 S09F AT Era R H R FEAARS) .

[0280]  VIII. Z4¥4nff

[0281]  Zy¥)titar tH p Ko, 3F B2 o 7 A PUR I 293 5 - I8 E . W4t
(“p”) AJLAREEANPTUE 142 13 44 D56 AT A8 A9 A0 AN A 12 A4
1314 L5 A6 DT A8 AN 19 AN 20 DM EVE 286 (D), RS T8 H H w2
AN W, AR 4 DA E A L IRR LR 2 MR AR, AR
KU ADC RLAEPUA AR &, ik Hiik 56 E Y 1 A2 20 MUY % & . B EKR
M 2% ADC H, BN 1 24 358 40 1 ~F- 2 i vl BLd i % BT By (e i 0 ELTSA Wl 5E )
KA

[0282]  IBW]LLIST p MsE ADC [ E Ao 76881500, w] DAAE Bhin o ik i) 57 Bk 5
PR5 T ADC LA H B 254 40 4 () ADC 1993 B9 Al Ak DL RCRALE, 72 Firidk 33 Ji7 ADC H p 2 —
{H.o

[0283] X Tk - Z9MIE Y, p v LLE TR b BT S B R R 9, anfE
DA b7 A9 4 1R STt 7 58 Hh QSR B2 R 02 e DR U R S s T84 B vT DLRAT A — AN B
et TR I, BT DA RN — AN BREAS 78 7 OB R B, I T IR SRR R A - v DA
B, EREELST T R, B 2 A (B0 p > 5) Bl LGRS TR - 4B A
(FIERAR AN B L B LB B 1 o 78RSt 7 & v, AR B 1K1 ADC (259 S
FIEEE 1 MELA SN 2N EL 6N 3N EL A L SANEL AN L3 14N E
1390 432 B 38N 3.2 N EL 3TN A3 2AHEL 3.6 104933405
21 3.8 84y 3.3 NEL 3. T A Lbr b, B4R TR ADC SR, B PRI 254
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A A L AT LU /N T 8, 3R H AT AR 2 24 5. 0L US2005-0238649A1 ( filrik 4 | LA
IR A IEAARSL)

[0284]  {ERLEE S 77 L, R4 G R SATA], /DT B B KB 2R w48 & R Ak .
PR AT LA A B a0, A5 250 — R4 1 v TR B0k &5 X ) OB R 2 PR R 2 G DA B
R o IR, PUARA A TT LIRSS 22 29380 43 B VF 2200 B R0 IROBE PR PR 1 DR A PR A S 5 52 B
FL B RO 2 B I R RS LR LR N R AR AL o (B ReS R T S, HiAk n] LR BB
Ay ETEAR JE AN, BRI Can i e piiE (DTT) BR—#AE 1% (TCEP)) >Rk 5,
DS A s AR () e I 2 BR B i o 7 SR L ST Ty 28 R, HUAR 22 52 8 1 2% A, AT ¥ B HH s B
PRI SEAZ AL A, iz B B I 2R

[02851  A] LAFHAS R 77 SR 5 i ADC B 259t far (25 / Bkl ), lan, @it - (1) R
HI25) — BRa v AR BB &S - HURAR N T HiiR I BRI &, (11) PRS- IROMIN TA) B
B, (1ii) B4 SRS Z RSSO R 24 2F, (iv) @i 8 B AR B 2 LR
FFHNEAT TRE NS , DAETS - Dl IR VR A 1 3 H A7 B Az o L T B4l + - 24910
F2 (ARSI W02006,/034488 ( FiT ik LRI LA 51 I 77 AT FF AN AL ) A i 2 JF 1 1) 45 1)
AL Mab BARAX Fab) HIZE I/ B E .

[0286] IGELARENIE, R Z TG M 5 40 - BES 1P A AR B4+ R Fe
ST LR AT IO, B4 AT 2 1 M2 B — B A 2500358 43 B2 B 5 AR (1K) 43 A1 1)
ADC AL EMIRIIR AW . T LS T RA: 3 Ho 2590 = (XU ELTSA HUiRl e th Frik
REVIH BN PO 2 H A 80E . v DL I R Sk % 0 Frd Ve A4 v B AN 1) ADC
a3 1, FF HaEid HPLC (i anisi KV F i ) R & e

[0287]  7E—&sjii 7 A, n] DU r vk B TS MBS R G Yh o B B A R —241)
SRR Y2 5 ADC

[0288] 7= ADC 4 o #5 A FH A 77 v

[0289] W& 25N ERBTIR — Z9WDER G 15 R 4 e it n 40 B f il AN/ A e BEPEAE
e CAN o 8, v LE I DU 25 0K U 2 oA 25 90 2656 W 1 40 e o P e B e v 1
VR LS 0 20 5 R A T B s TR e b, BT iR 4 i A AR 2 B S R AR R 1 S TR
YRR L) 6 /N R 2 5 REFIH sI H S sE A7 . T4k 2 2 v] DA R
WEGUAZMESVAEAF ) (BEE) (A DL 4B T CEICRABRIETE) (15

EL
T]‘o

[0290] Al HUAAR 299 45 45 4 2 15 e I A J 30 okt 5z, R DAARE R I O N9k T, K
IR EEARPU R B AR A 5, 000 /N4 / FLIKI 25 BEAE 96 FLAR h 85 7% 72 /i B, JF HLZEFT
R 72 N BRI RS 8 /NI A R EE T 0.5 u Ci 1 H- it . AEAEAE MIANAELE BLAR 25
ZRA W U PH- B LR SR i 4 e b ) TN

(02917 Syl A I ERE, 7T LA SR SERAB I T (REFPPEARIAET: ) o R AEIE s FE B
B0 BRI B 1 0 BT K DL R R AR o 4 S T AR I AR T« SRS L 4 i SR
VBB DA R DA R A I P VDT A o 00 5 o) e 40 FATART % e R 4 HE oA 25 M 8 A D AE I
7 o A

[0292] AT DAIE I 4 e b el (bRl & W Ek ALAMAR™ WS ) (15 ke ) 5849 it
RS (S, 600, Page 28,1993, Intl. J. Oncology3 :473-476) « fEJFRIIGE h, K 7E S
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YRR 7R 2L i & A, Bl a4t i, FF HEAT 6O BE DI R e AR 0 Rt BT id el 4 Jekl
SRR H A0 B R QB . 3B T DA S G S I Lk L B P BH B (SRB) RN & 44 e 25
4 (Skehan %%, 1990, J. Natl. Cancer Inst.82:1107-12),

[0293]  BGF, 552 5 b LI 5 A A DY MR85 5, 21 MTT, B il s P 12 e A I3 () F A
S 20 J ke WU 5 TR AL B A TS AN BE (2 W, 4840 Mosmann, 1983, J. Tmmunol. Methods65 :
55-63) o

[0294] W] DL i I FEA45) 4 DNA 2RI g e T /b o 108 AR /I e DNA 22 (1) 7
i A BE W e VR W] FH IR o s 05 (1) S48, GG TUNEL (A DUAF 2L 1) DNA A AR e A% 1
BRI RN ) LT ELISA (005 , $44liiR 75 Biochemica, 1999, 5 2 #, 45 34-37 T (Roche
Molecular Biochemicals)

[0295] 3 ] DA ok i A 40 i v (R S A SR M E 4 e e T oD, RIS AE— 4, BT B
A I B e gukl (T, O GRE, B R Y BE R BRI AL £ BE ) IR BRI E i 5
B K25, Duke A Cohen, Current Protocols in Immunology (Coligan 254, 1992, &5
3. 17.1-3.17. 16 0T ) CL&edthid 1 -0 4 e 0 T (R 4 B (K Uik o 3 mT BAM DNA %t
BE Colan, iy eg s Ak QAE B N EE ) SRbR TG4, HOWLSE 40 e K Gu €0 5T B R NI A
PR B R 100 o T DA 0 5 DA 5 200 Je 9 T (R HL 8 T 38 7R AL B0 4, 491 G 4 i Jog 5 2 SIS 36
180 DA B 2 P A i o

[0296] W] LAZERG TRV EEFN “T2 B (1) 7 b5 2 b DU B 4 i O I A L R A7 AE . 9, ] BA
T 2 B R R (S U B 1 44 i B 1 AL L AE B R P IR (A4, #E 2000rpm R E G 10
3P e RHIFRI DL AR I Zn e T (), E kW& DNA ) CRIERIX AR = . (5
W, i Piazza 2%, 1995, Cancer Research55 :3110-16) .

[0297]  FEARWN, P DAFEIE & BN I AL vh PEAl AR BHIK pI ST IRIG 7 A& PiE .
4, BT LA S e AR 2R, HG e YA AR BT AR ) e B RS A 2 20 5 N B S i S B B )
(n# s E SCID /MR ) H (Klein £, 1997, Nature Medicined :402-408) . ®] Ui A &
Xof TR T2 R~ TR S AR A R S XA i A P R 000 SR I B 288

[0298]  {F b J5 v S R A 03697 PR 2 -G mT ARG i) i &0, ik 254240,
B EIE R T iR RIS A EE . &S R EE AR Y SR RS A A, R
HIGIT A -SRI DhRe It Bl w5 5 1R R A RN KRR AR Sefl s H
ANBR TV 22 bt 245 W a8 A4 A (R AE AT A, 200 G T Tk T8 Bk 2 v 356 AV B T R 7K BA B AL 3K
& (J#% 20 Remington’ s Pharmaceutical Sciences, i 16 i, A. Osal. %, 1980) o
[0299] f‘ %ﬁi :':E

[0300] O3 — SR ILAMB M 2 B EAL 7 T e o B 5 — DSty B, AR SCA I
P a] DA A 1 R AL 48 — Pl 22 Pl TR 50 I o AR ST A8 FH IR TRE s (R .
)= R e it 2 Pk i KA S A &1, Forb frid ik & M & ik EASF T
SEARTUA IR EWHEY . TRESUE R VT 250 B 1, AR EA R T3 5 Bl
NN A D TRENUE RO 1 — ik i 08 8 F R AL, &7 oA
B34 5 ADCC B RES INAH OC, HED 2 18t 31 B3 M 455 & Fe vy RIT1a 5246, 7EX P ol
N, AL B R B AETE A M A AR ORGSR KRB R B R, 48
W190% A 95% % 98 % 1 i ™ 2B PR A EoAT mT WL IR 5 S A S e ik i i K AL B 0358 43 1)
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4y (B MHELE Fe XIIN297 ) o 7EDhRE e SUIITE & SR 360 M B i Fe B H %o
Fcy RITTa 5244 % /b 50 % B 5 i i Se Al

[0301] ] DLAE I A 4¥idsk o £ 0 ) 22 By ok 72 AR TR el i 2 (Umafia %%, 1999,
Nat Biotechnoll7 :176-180 ;Davies 24,2001, Biotechnol Bioeng74 :288-294 ;Shields
42002, J Biol Chem277 :26733-26740 ;Shinkawa 2,2003, ] Biol Chem278 :3466-3473 ;
US6, 602, 684 sUSSN10/277, 370 sUSSN10/113, 929 sPCT W000/61739A1 ;PCT WO01/29246A1 ;
PCT W002/31140A1 sPCT W002/30954A1, Fr A3 1% & 2 2 Uik 72 UL 5] - 77 X A8 N 5
( Potelligent®4; & [Biowa, Inc., Princeton, NJ] ;GlycoMADb® 3t 4k T F5% Mok 45 R
[Glycart Biotechnology AG,Ziirich,Switzerland]) . ¥22 X BaHh A2 L T3 Hi a2 0 b
FER Fe X [12A AL AN/ B30T 2 IO SR I KT, 481 G st 0 e 1R st B H: 2 5 T
[R5 PE HLAA B4R B 22 (41201 Lec—13CHO 40 il 5K B A% 229 YB2/0 4 i 2634 1gG s i
P S e BS A [ (1 FUTS [ o 1, 6- S i a6 4b e 1 F0 / 58 B 1-4-N- 2. 1%
Wi LR EALRG TTTGnTITT]) BUENAE 166 CAKIAZ F BRI Y. #lln, Seattle
Genetics MWl THREUEMIPTAA” B SEA £ it 787 AL 1 F5 s As I o bl B Ak 11
BRI EAE R <2 WA 20090317869, fTid £ FIHFH LS| FI 5 Rl i N . &l
T 3 PR TR0 R A2 FE AN R R K AL B SR TR s Dt pi i n] AL FR 280 TRk 11
T o

[0302]  BR#, £ 0k TR OO (0 T2 1T LU 48 00 & A R K AL B M BUR TRBE Y TeG & 57
Mo WA AT T LN, SR 2R ST DU e T B B P 91 (9, 4745 SO A77E A
T g e MR ZIEBRARIE T ) B AR B AR T FARECE M. LR iR e R
[0303] 22 KA ILALIE 2 N- BREE B O- BRA5 1 N- BR&S R AR AKIL &9 4 B 2 R
AR FLINEE . = IR A1) R & Tk —X— 22 AN R A B —X- 25 & e F Tk 4k
B 43 BV PR 2 R A R e I ()R ) 1, L rp X BR T IR 2 A AT AT 2 2R 1
DRI, 76 22 B A7 70X 8 = K7 B AT — N 7 2 T IR 2500 o O— TRREE AU SRk 2
T b N- AL FUBE L 1 FUWE BUACHE 2 — Bt 42 22 B2 SR L R, sl i h /2 22 S PR B &
R, RGBT LAE ] 5- BRILIE R 5- HILHEA R

[0304] RN I, il it OB R AR T A MELR & R = IKF 81 (T N- BR&s s 2k fr
AU AN AR 5 OB RS AT AN N R Bk . 3B BT DUIE K — A A 22 S IR R
HRARRRIER MBI TH] (T 0- BRgh 1RO 5 ) BH— PN 2 FA R B R
P I e BUAR R AT D AR o SR T WA S I, 10 B o E DNA 7P AR L ok e A8 i R 3t
T Y 5], 5 i) e 308 3ok 00K (R I (58 20 e s 22 T 1) DINA 578, DA 757 A6 1 0 3 1 o
i MR D T

[0305] MG INHTAMA Ak K AL 4 3 TR R 1 5 — T T B 20 W Y A 2 R £ B
BEAM X TPHE R AE TR ELE LA b A8 A5, Frid s S 40
HA N- AT O- Ieal PR S AL P i 60 e 0« BOW T i fd A (R AR IO, mT LU B2 28 ()
KRR AR, (b) WBS AL, () W AR EE, Wik R e s LL, (d) e R,
22 18 E IR BOR LI R I TRLE, (e) J5 A RHRIE, IR A &R - T 2 I e £ I P 71
e, B (F) 22 (e ik (A o 3% 2 5 VA B R 71 WO87 /05330 S Aplin Fl Wriston, 1981,
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CRC Crit. Rev.Biochem. , 2 259-306 5T H, X W i 22 SCHRIY LA 51 I 7 AR
[0306] W] LAk 2 BRAGE 5 ORI Bu il (BBl 8e o ) A7 AE i K AL & P38 43 1 25
B b2 BRL R 2R E AR RE THAY =P BRI A5 . XPhab B 5|
FECBR T A (N 20 3 A 46 0 e 0 N— 20 3 - FURE e ) 2 A1 K 2 Bk i A 0 24
iR T AE 2 AR HF 58 %%, Hakimuddin 28, 1987, Arch. Biochem. Biophys. 259 :52 fll Edge %%,
1981, Anal. Biochem. 118 :131 ik 7 4b2 2 WAL, IX WO S 28 SR LA 51 F )77 04350
JEN. AT LA A8 P40 Thotakura 28, 1987, Meth. Enzymol. 138 :350 T4tk (1) 22 Fh oy 4 45
B RN A M R SR 22 K B K AL B R o IR B2 ARE , Ik 225 Sk 2 LA 51 FH R O a4 3
FEN. AT LU (3 4 Duskin %%, 1982, J.Biol. Chem. 257 :3105 ik ik &K &
(tunicamycin) KB IE#EFEREFEAL A7 & 1 FORE JEAL, FITid 225 SCiik /2 DA 5 R 5 s\ As 3 0F
No AKEFZRBAMT T & A5 -N- i BT Rk

[0307]  HUHR A 55 — AN R (K A A U A 5 LA 2 DL T e 38 (1) 75 0K o A Bk 485 42 4% ol
EEAMRESY, i EEAER S AR EARR T2 M2 ok, kK 2 RN L
BAAM K 3 Nektar Therapeutics [f] 2005-2006 4F PEG H 5% ( 7F Nektar Fsk b 7] 3k
5 ;26 [ % 4, 640, 835 34, 496, 689 54, 301, 144 4, 670, 417 34, 791, 192 8% 4, 179, 337,
BT X e 22 S0k LS B sRA BN 53 4, Qude AAids b BT 2 0 i, ml RLZE SR
(1) & b Ao 8 oh B AT E R EREUR, DAME{E 340 PEG RS IR, S WAaln, EE A S
2005/0114037A1, Frik A4 & L5 77 SNAa i FF N

[0308]  AZERANTE -4 )i

[0309] AR BA LRSI AR B pl FU IR . 18 F1BEE T 458 IAN 42 BEAE i 45 40 45
PIELHELE pl ST I 0T, 180 {8 4 i o5 1 I B R /R 0 e H 5 25 438, FTiR A% 1
W 2H G BIbRE R TE 40 (440 CHO 4u e, 55 ) o, DME R Bk i U SRR 454 . an SR AE
=~ pI TRE SIS (E 8 S5 AR, 5 A8 A AR IR AR R

[0310]  IX. HTHRPiE A IR &9

[0311]  AKRHN pl PURLEIRTT B @ B T IR 45 & 4 5 o e A K bR iR 7
PEFUAR B OU T, BURTHUARI By 455 BT o BV, AR SR AR N SRS B AR, T LAY B 43
T A N () 5 Ah 25 AL SR AT R R R AT o X AT LU A 2R R AL, LR (EANBR T
LR 2N (TR 25 BT R TR AT () R O ) BEAI R AR DARG 2B P2 AR A o
[0312]  JEIKs AT P i R B A 4 B (R U S5 IR 245 2 b mT 5252 IR A L TR T 77 el A e
FMVE S (Remington’ s Pharmaceutical Sciences & 16 i, Osol, A. %% [1980]), PAi%
T (RO 7)ot B AP R PR T Xk ) 4 FH T i A RO AR 8 A WA FH A oA (R TS /) o T 252
(P74 TR 75 B A s FRIE BT R (R B RO BE R X 3238 0 58, o ELOLHE 22 pP i, Wik
#h AT IR R LR e A WL s PUSEAL A, SLALFRUIAR ifn B A0 R 2R s B R (A
e T R IR FE R S AL B AL S FE XU R FLEEE (benzalkonium chloride) 2 G4
(benzethonium chloride) KMy T FEEERE 0 238 8 FH R JGE JE TR , 0] 8 35 O HH iR H i
BN FE IR R TAT G ) LZRT0Y < [A)2K 1) PR ClE o3- R LA H Y ) Ko 7= (T
2910 MR ) Z K s E A, Wi FaE A IR EGREER B O SRR R A, R 20t
W e R s LR T H R A M R A Mk 2H 2 IR R P O R B B DA %
HE R AKAL &), BLAE AT G0 H SR BORIRS JBEG R, 0 EDTA oB, Qo epl  H SR L

38




CN 103052649 B w BB P 37/50 T

B El LAY T R RO WA s SRS (Pl Zn- ARG S A/ BdEE 1
FEHVETER, 4 TWEEN™, PLURONTCS™B 38 2, — % (PEG) .

[0313] R, AT TC )ik n] LLEA 2 T — P i AL &9 T Bria g7 i B4 GE B
i 5 A0 3 AT AN 2 AN b 52 e 4% b P R PR A TR LSRR A B o 9T, BT e R AR R
B HERE IR TR . B, BT A1, AP mT DAL 2 4 i 25 14 750 40 B DR AR ) 7 AR
[ BUNFEERUR. TR A FiE AT T T B A S B A A

[0314]  JPERR 23 v DA B 0 A9 o 3o e 8 SR R B e T R ) 4% R B R b, T
T T B 451 G R T K B e P ) DA B R - (FRE T R F R ) TR, 45 il B
AR 29 nihik R G0 (B, NGB . (AR R BOrL VL G K ks DL B gk e 8 ) BlORL L
WH . PTIRF R AN FFAE Remington’ s Pharmaceutical Sciences 2 16 i, Osol, A. %
(1980) 1.,

(03151 FH-T+4c phy e FH PR TAC i ot S92 12242 TG TR PRI B8 L TR T Y o 3 R DA e e ot O T et 8
NS T 25 B M S

[0316] ] DA £ ZeRe 17 o ZEREHIF13E A LB AL RS & B Bk I E A SR R &3
LT, BT B T 2 2 ORI 2 il B A e PR 3R ) o G L o Y S
BIELES TG KA (B, ] - B oK - WRINGIRER ) 8K ( 48 )) sRINCHE
(RETR'S 3, 773,919) L~ B2 MM L- B2l v CIRFRINILRY) A0 BRI 06 - &
MR MR « T EAR IFLIR - SIEIRILIRY), 13 22 LUPRONDEPOT™ ( tHFLIR — Z B IR L SR Al
LERFEPIHM (Leuprolide) LRI FTVERBIER ) LK -D- () -3- J2 T . BAREAD
(W2 - QR CIRTEAMILIR - CBERR ) Re A4 TR GH T 100 R, (H R /K BRI RE 115 2
P15 (P Rs) R) J) B e

[0317] & A HUARAE A P9 K TR AR I, HHF7E 37°C N &85 T/K 4, AT e AR M Bk,
AR, MBS AR YEIF HnT Be iR e % k. mT LR TH A E Y SRS T AR e AL
XHRT Bl B ipLl . a0, an SR IR AL el i i ks — w4k IR BT
S—-S f, W2 v] LU B R i SRR AL B BRI MR T K 3 B 5 A8 A A s n
FICL BT R T M IR A 2 B A B ok sE AR 2 1k

[0318]  X. it AR

[0319] AR AN 77 vE, A N HVER] (bolus) bk P it A B ik 78 — B 8] P 4 224
SV IEREE N REBEN (intracerobrospinal) 2R OGNV EN VEHA L
e SR B N 1, W 523K 3 it FH A% R BH BB AR A 2206 7 5 o B Ibk P9 B2 R it B A 2
HIE o

[0320]  XI. Ja¥7H=t

[0321]  FEA KW ()54, Y87 4 F R PR OC T 003 BT AR K BH VR 97 S Lo “ BH VG
7 IR 5 TE S8 R BURIR , A/ BN 5 s SR IR DGR . 4, BRI T SO
W2 Fe DL i s I — P2 A - (1) BEAE M4 2 B oo 5 (2) B AR MR i i AE U0k
T s (3) BEAE PRGN AR TT 3230 5 (5) Hd] CED, 2SR PREE FORSE, ftaksthis il ) Mgzt
K5 (6) BHAFTERI s LA (7) 50 8O RAH G —Fh el 2 Bl iR — L 22
[0322] W] DAJEH ik o) v 3t 5 99 B8 DR AR e PR A 1 117 IS I A 7 SR A A AT 465 7 93 B8
RITPEPEYRIT R, v DAE AR AR Wi ek Sifg (MRT) 198 x— BRI A& o5
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BUBTIZ: (CT) 0 AR 12 . 1) BB 25 DL S LS PERURE, SRR A 4k
SRR (D, IR ST 0 5528, TR B 055 1 B2 0 (BMA) VR F
o R

[0328] I T ARAERHE T SR BLZ b, MEAT 1697 001 1 DA S5 s K AR e
s AR

l0324] R, 4T B ANUMMRIA UL, AR TT LALE I FT A0 BAEAR B, 60T R TR
WA/ SRR ) O o X T LR OBARAE L, P D S8 A0 T 1677 7 LAILIST 2
HIR B RRA / SRAEIR R REAIE M RERAR (0, 2215 R SR W 5 S RE P Rk
I (IGUS) 195 WH b R 2 R PP ) 2 A0 ).

103251 T WL R A B o554 R N 5% 4 L 46 LA 12 5 2 A
BFE P B LSRR (CSF) BRI HEL T 5346 0 s e 4 1 B IR A7
PR LTI e

[0326] AR 7 30 FF T 2 I I SURETT BARE > 4 2 8 Ji, BATY 6 %2 8
il St BRI T B SRR R Lo 4R B B A R A E T O 8,
AT R SR (U, S A7 2R A SR ST LR A 5 R
SIS S B A B ) N A 50%, B R ATARFE 4 % 8 JB. 5K 6 % 8 8.
[0327) 4R A R WA EL A AT 4R IR . Y7 A7 A0 AR E
SR I ELRFSE B U TR T HA 776 0077 4 T

[0328] VA4 AR T WAL B0 LA R I S A 4 </ A IR SERTAR A 4 0 DL
T WA/ R T R SRS B« S0 A R R BT A R TR AR
PSS 53 0 £ T B 55 P

[0329] 5 P AR M8 AL O e AR DU R 0“7 4 4R T LA FE B
ARGV A IR (8 1. T4 B0 BT R G B AR T
[0330] B, T LAGIL LB £ 00 RSN P A P 20 K% S
W73, ATV R AL A MO M o 077 AR IT AL € 0T B R
AN SR S AR T I DR, A A ) S (AR 7
i DA T 5 22 P I e, Sk B RN G105 R0 M A B

(03311 HELAZ )y SR AR ORI FT AR MO SUE (A, J497 K251 ) 0, T LA 26—
A 91 T LA L P53 T 090 5 By A B P 1 i
S o T LB DD 5 AL b DA B G SR B 41 001
W B0 ST P 0 SRR AR M0 SR, A 36 25 0 S
PRI 05 85 MR I R O DA £, T U 0 VAL 2 0 i1 57
L5 0 B 25 AR AR 207 2 76 03607 R

[0332) AR A2 075 2 A WA B M L LB T = ) P 2
(KM HFAEA R U RE 7 R AT (b) ZEIRBRA I 7E/ 30 7 U AL 2
S 4TI

[0338]  EAA I I DI SIS BORRERAE 25 Iy U T R T (OB S AR
e ELIT LB AU A N ORI

f0334]  EAK I DI SLABIIETT AT ORI — B AR RS R 20 0. 1
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% 100mg/kg, 149 0.1 & 50mg/kg, Bl 14 0. 1 & 20mg/kg, W14y 0. 1 & 10mg/kg, ] {1 4
0. 5mg/kg 141 0. 3mg/kg- £ 1mg/kgBLZ) 3mg/kgo 7E 57—/ 5Lt /7 22+, LA Img/kg BRH 2
[RIFR) R, 1 & 20mg/ke (RIFF)ER, 140 5 % 20mg/kg FRIFFIE, 440 Smg/kg 77 & it FH i
[0335]  HLAG A4 G A () = 2 b A ] DAZR 5 sl 52 I ELR e i 7 B 25 W 4
BN R BN, B Tl s vT DAAEAR T8 B T 75 A TT BCR T 75 B ACE T, IR 2y
WIZEA W0 e BT R 2555 570, ELER T b 38 0 77 58 B 3K 28 T 7 R 250

[0336]  7E—aizfii 7 &b, it PAAER 10 & 500mg/kg, T 200 %= 400mg/ kg [ 77 B4tk
Wi pl k. By LLAE XM, B0, 12 8 R, W13 & 5. Al LUEIEAE 2 & 24 /N
W12 22 12 /NIRRT U P S S R AT Tt A o

[0337]  fE—ANslii S, W R EGRADRIER (AR, @l /a K (2T 24
/NI ) NGNS SR T I fiddk.

[0338]  fE—Nazhii 7 & rf, LA%E R 250mg % 2000mg, 41 4114 300mg . 500mg . 700mg  1000mg «
1500mg 8% 2000mg 77K it H pl Pidk, Frakmmk 8 I, Wi 4 2 6 Ik, nJ LLERE{E 2 & 24
AN, G0 2 12 /N R P R S R A T A . D EERT, i 6 M HEC 12 NMH Z S,
AUV E AR 77 R — IR IR A5 I A B A WA S i it AR R, A DA 3o 00 = 1 7
(R4S BH AL - 1 i S EL A P e 268 DR R e ok e 1 A 7R 2 o s 2 R 2R e A 8L )
pl PLARIPURE LS X .

[0339] 7 ) — STt )y =, B — R oI Puak, Fr8k 2 2 12 J, kel 3 & 10 A,
Wikrs: 4 £ 8 [

[0340]  7E—NShiti )y 2, i 4R YT ORIt pI ik, BB B E ik, #4826 S H 8L
BRI

[0341]  fE—Aszjiti 7 &b, @i AR pl Puid— IR, BEE M & 0 E RS R
(1) pI BRI 77 2kt ol budk. Blde 7 2 9 Rz G LEE TR 7 £.

[0342]  fENAERRHIPERI S, s PAZESE | KRB 2 REBE3 KRB 4 RGBS R 6 RGBT
RGBS RVFE IR 10 RV 11 RV 12 RVE 13 RV 14 RVE 15 RV 16 K58 17
T 18 RE 19 RVEE 20 RV 21 RVES 22 RUH 23 RVEE 24 RUH 25 RO 26 K5
27 RH 28 RVH 29 RV 30 RVH 31 RVE 32 RVE 33 RE 34 RVE 35 REE 36 K.
37 RE 38 R 39 KRB 40 R ZR /D — K, BETE BRI 2 Ja 4 1 5 2 J.
EAVE AR B 6 ATV 8V 9 H L 10 FLE 1L R 12 LE 13
Ji5 14 J8 V58 15 FGES 16 JE 58 17 FVES 18 JE LB 19 JEER 20 R v i 2 2D — R B HAT A
(RIZH A, A B — R 24 /NIE B 12 /NEE B 8 /NI VB 6 ZNIEVRE 4 /NI ERERE 2 /N 1) 43
T HAT A 5, DLRERZ) 0. 1 % 100mg/kg, 41 0. 5mg/kg.0. 9mg/kg+ 1. Omg/kg. 1. Img/
kg 1. bmg/kg.2mg/kg.3mg/kg.4mg/kg.5mg/kg.6mg/kg.7mg/kg.8mg/kg.9mg/kg.10mg/kg-
11mg/kg.12mg/kg.13mg/kg.14mg/kg.15mg/kg. 16mg/kg.17mg/kg.18mg/kg.19mg/kg.20mg/
kg.21mg/kg.22mg/kg.23mg/kg.24mg/kg.25mg/kg.26mg/kg.27mg/kg28mg/kg.29mg/kg
30mg/kg.40mg/kg.45mg/kg.50mg/kg.60mg/kg.70mg/kg.80mg/kg.90mg/kg BY 100mg/kg ]
AR AP B, SRR AR R TT .

[0343]  7E &S 7 S, F pl Biik 15— FhEk 2 RO E IR IR (Bl ARy
) A AT . DNA 33 47 T4 Ak 2% 8 7 770 (0 Al B ) PR S0 G0 K5 < 0 S A g T 055 (4
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an, AR S B (irinotecan) FEVH B HE (topotecan) B A Bl LA S H SR BRAR A L LA &
ZRWA) b ARg 1T R (Bl AKFEmE . & et (teniposide) AR &
) BT (B, £ES R T IR ST (chlorambucil) « F1VH % (busul fan) | ME & IR
(thiotepa) « F ¥ ML (ifosfamide) . FEF] V] (carmustine) ¥ 5w 7] (lomustine) .
A5 AE]Y] (semustine) VLR (streptozocin) 2 KNG (decarbazine) 2 FH RS | 223
R C LRI (cyclophosphamide)) sDNA R AFI (4401, Jii4d (cisplatin)  BybH]
%A (oxaliplatin) LAA %A (carboplatin)) ;DNA B NFANE 3L~ 4B 7, itk & xR LA
FAZ AR (T, 5- S IRIERE R (capecitibine) | i PA{hiE (gemcitabine) .
L $iyE (fludarabine) « [ 4 Mg 17 (cytarabine) « % 2 M2 04 fif 5 WEE 04 16 &) Ath T
(pentostatin) PALFRFHENR ) .

[0344] T4l i = I IR IT FAIERR BT (paclitaxel) . 2 PHMhEE (docetaxel) .
PALAH SIS s KR KRBk DA S AH R 2R sy RN EERE (thalidomide) SRR
JE M Tenalidomide)  BASAHSGHIZEAUY (51, CC-5013 FI CC-4047) 8 11 P& S BVt 1)
Hl5R (i, HEfR S8 )8 (imatinib mesylate) MEAEEJE (gefitinib)) &% FABEIA
FEIF) CHlan, B8 K (bortezomib)) (NF-x B #I]5), G145 1 x B 8Ll 30617 Bk,
HAG AR R AN E A, F AR T A4 =6 (i, thZ ek adr, f % 5 e
PU PO 2 & BT LA DU AT ) 5 DA SR 1 o Bl (X L e R, Bk 1 o Bl O A A
JarhE R o R R B A, 0 I B 1 0T B (S A e 2 ) R A

[0345]  7E—Es /7 S, A] LAFE H Velcade® (B 120K ) ¥697 2 i[RI B2 Ja i
NS RETIR

Sl

[0346] DA 424t 1 St DA i BHAC R B o 3% 6 S it A51) 5 AS B 0K A R BH R 1l AE AT AT 4
I B E B R o B FEA R B R 1 BT A 8 E X AL E, MR WIFE Kabat (Kabat
21991, Sequences ofProteins of Immunological Interest,# 5 fiX, United States
Public Health Service, National Institutes of Health, Bethesda, flrid 225 ik L 5|
77 N IFEN ) B EURGIRIEATH S o PUIRSUISRIEARN GO BRI 2, X258
BLFE S B 3R AT 1 7 2 I 5E X AR IR 2, AT RE % 4 e BR A 1 2K Ik TP IR DR A L
WATAREAL IR Z 25 o DRI, B EU R 51 e SCIRARAT 25 78 1) S 2 Bk e 1 I A7 B AN 5 B
P Y 20 68

[0347]  sEhtifsl) 1. it EJE AR FLT LR LR/ pl

[0348] i I AFH JE 45 A3 b 34T TRE s AR, HA e 2 BB A BAIKH) pI. n] LA
T 2 AR R (K 5E R) BRI 2 1R (D BE E) Sk TRESO&E IR/ pT, Frid BUAR 5|
S T FRT I U/ o P 2 B 1 R 7 ol v e 2 s TR AR 22 s R R AR ol PR P 2 s I 151
5 pI W/he HEIEFR pK LA FIR AT W Bjellqvist 25,1994, Electrophoresisl5 :529-539
M3 1.

[0349]  FRATEPHARRPUACHI(Cy 1) M CL(Cx B CK) X (el 1 o751 )
IR, BUAAME Fe X, ‘EANANS Somm B 25 21 2240 P () i A e AR AH BAE o 8 poe A8
Aoy L, S R TR RPN WT I 1R -5 L AR I ik PR 5, 2 DA g /M — AN AR B
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— AR EE RN / BRI RE IR . A F U Fab 45 K938 R AH 5@ SR 45 4ok H B4 CHl
1 CK A7 B AT S e Bl R B2 4. Cy 1 AN CK HI4E 54y BITE IR 2 A 3 rpoR i o it s
¥ CH1 A CL 45 ¥4I f) S e BR 85 A R Rh Y (TG, TgG2. 1863 LA TgG4) 22 )i [RIRh BYfr
Kit— P4 Tt FUAATRAR R84, T AT A7 B AR 5 T AT HUR . T3
M7 %550 T YN pT FIVE 22 B, AE TG s AR o 465 AL 35 ) A 0 P B 2 e 1 A /N P
1
[03501  Sjiifsl] 2. HoA TFE0U& K CHL A0 CK X B 8IS pI 4T VEGE Hifk
[0351]  7F TgGl Uik CH1 AN CK &5 k3 b X & 3k B A A HEAT TR 24 , AT RAR B4 1K)
plo FETLLESAr, 0 EAE CH1 P #ep AR 2 119E.133E, 164E.205E. 208D LA /% 210E,
I HAF X4 C x BURAIEUR /2 126E, 145E. 152D 156E 169E A J% 202E, X 67y B ({146 2
BEME 7> MFR N 1gG1-CH1-pl (6) F1 CK-pl (6) , 3 HAE K 4 Hfit T eI MR REIR)T 5.
[0352]  FEEE[A] M8 N 2 DA (VEGE) [IHTAAR - O T % CHL A CK A% S 4 E AT TR eleids
T AR KRR AR (X (VH R VL) 400k AdL 6. 1 ( SURERRA DL b (Avastin®) ) ()
N YRAL Y 2 1) B A ] AR X RN B T AR X, BT iR po il e A TR 97 & PieiE. 72 5 o
Peflt T IR TR X 8. E A S pl BRI BT VEGE Hifd A2 J A 4 By XENP9493 DL AX B
Pt ~1gG1-CH1-pI (6) -CK-p1 (6) , H EL7E [ 6 44t 1 3 Pl o 44 1) 26 55 A1 42 5 1) = L R )7
Hllo FEE T WU H Fab S5 IR A, iR 7 CHL-pI (6) 1 6 A~ HUARH CK—pI (6)
(1) 6 MMHUAR . WT B VEGE ( DI EEHT ) Tt pI 22 8. 14, TRESU&E BT VEGF CHI 7%
TRBITH S pT 2 6. 33, I HA7L VEGE CK 28 AR HITHEL pT A2 6. 22, BB HELIT pl
TFENGE T VEGE A8 AR g I3 e, 4Kt VEGF mAb HL A 5. 51 (IiHE K plo
[0353]  FEMFLBNMIRIAEAE pTTH A ST VEGE Bk (¥ SR S BE (1 3 8] M\ IMAGE
v B SRAF NS TG fE e BEIE DAL, ELG Frrad JE BRI v B 21 pTT5 Fofkd e mlk AR T
Zafil i VEGF B VH A VL JE[X] (Blue Heron Biotechnologies,Bothell WA), 3f H ¥ fr
TR R 7 o B A3 2 CL AN TG LA e BE A Ek A b o T e 78, fi I QuikChange®
TR (Stratagene, La Jolla CA) SRAERZEIEMAB M F5FrA 1) DNA I 7 DAIE 52 7
HI R ELAE
[0354] i A Mg i & ¥ 4% X 77 (Invitrogen, Carlsbad CA) ¥ & A & B K&
(VH-Cy 1-Cy 2-Cv 3) WAL S & A R FERE (VL-C x ) [ BRI Yo 21 293E 4 i, I H.
TEFreeStyle293 ¥ 773 A4 K (Invitrogen,Carlsbad CA) A K 5 K2 )5, f#iFH MabSelect
P (GE Healthcare) i F 5 A SEAIH R ARG =Y B3P alifehiih . it —
% (BCA) M5 (Pierce) KM5E HLid ik &
[0355]  adid DA R S WOREAE I pT TREC0E ()T VEGE mAb :fF Agilent Bioanalyzer I
4T SDS PAGE ( &1 8)  RJ HEBH (3 (SEC) (] 9) VA AR (1EF) Bk (] 10) il
Biacore 454 205 VEGE (& 11)  BLR ZE /s #vE: (DSC) (& 12) o £ SDS-PAGE £ SEC
FL BT B mAb Zn AR . TEF BRI HE AR ek A T v I 5E L Ao 7 Biacore |
HBEAT I VEGE 456 s i, #4546 &8 VEGF 43S pl TRESUE T VEGF KA 5 DUk Hit
FALISE AN, TG HH T BT RS PEEL mAb (1) hfE. DSC 7~ th [FIIN HAG CH1 AT CL
TR AR BT VEGE 28 AR BA 71, 9°C Tm ) ey #vEe e M
[0356]  1E B6 /INER AR HEAT 25 WA U B 0 2 S, BT IR /0N BR 4l s 5 B 2K FeRn 9 H 24 A
43
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AN FeRn (mFeRn™ . hFeRn®) (Petkova 25,2006, Int Immunol18(12) :1759-69, ik &%
SCHER A I A BB IR ) s A SC T FR A hFeRn 8% hEcRn™ /N R o Tl (AL S ALRE SR A
IgGl/2 HE X BA 5. 51p] M£eit pl TRE0E 18 AR (#FRN 1gG1_CH-CL_pl_eng)
DA R 25 A HUAR N34S (1) TgG1/2 () Fe A8 e R 5, Frik AR =1 1 %% A28 FeRn FRSE A
[0357] R — ik A R SR WKV S 4T VEGE $i4k (Cmg/kg) 45 T@IEAAE (20 & 30g i
) BEMLAEIT 4 22 7 HOMEVE /N SR 2HL o 7R RS TR AL, AHIR I A A A B I (2 50ul) ,
ACERAS B G, IF HAE -80°C i 47 EL 2N 537 o A8 ELTSA I 5 Skl s Pkl i o d FHE 4
[¥) VEGF (VEGF-165, PeproTech, Rocky Hill, NJ) ik 5R M E ok i sk &2, 7+ H
RAERWKTIANSE « FUEFSHFR LR BB R (streptavidin SREATR I W ERIS
[B] 3 #7655 . {3 WinNonLin (Pharsight Inc,Mountain View CA) FHAEFE ELALM 2
FAS/INER I PK S 40, ARBR TR RN TR X0 s 3 50

[0358] fEM] 13 HontBgi . ER 1 R HilGm R (¢1/2) 18, FridE R REAE
THUAE M INTE FEERK B BrEc. 220t pl TRESGE R AR (£ CHI A CL th &1/ pl
MIEAR ) (3 IR % 7.4 K, HIXHT TgG1/2 IRl 2.6 5. &it pl TRENUE AR
SR HA S Fe 2 M 50 N434S AT EL I3 sz id/ p Ff H AR S FeRn [RSE A
LA T IEKBUAR TN Fe BGPmEa Hm Huia e ki 414 .

[0359] K 1. £&83d pl TRECSOE A FeAA (1) PK 45 3

[0360]
4 A7 Sk n BANR 2Ry B a2 bRvEWE

[0361]

EN) (EN)

nl n2 n3 nd

7349 1gG1/2 WT 4 29 25 32 28 2.9 0.3
7350  1gGl/2 N434S 4 63 77 73 65 7.0 0.7
9493  IgGl CH-CL pl eng 3 74 84 64 7.4 1.0

[0362]  sijitafs 3. TG fE & X 1) PK 44

[0363]  {EUI ik, 7£ huFcRn /> B A b AT DU TeGL AN TgG2 [FI A B4 X () PK it
Fto FEE 14 R B PSS PK BFIE R TeGL 855K X DU FT 5 72 3.0 R.3. 9
K28 RUAJ 2.9 K, A=Az 3. 2 R3] 7E1& 15 o 1962 W 7Ll PK 45
Ho 1g62 HFE3EZ 5.9 Ko

[0364]  FH DLAREAPLA TeGl/2 FILtid pl TRESGE A A 45 ok M TeG1 Al TgG2 ) PK
iR R 2N TR YU L HE R AT TR pl. 7R 16 X S s 22 1.
[0365] K 2. HAAHE Fv( DIt ) (H4E % X BAAFE pl FIPTRR PK 45
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XENP IgG pI T3 €172 (R)
4547 IgGl1 8.1 3.2
7349 1eG1/2 8.1 2.9
[0366] 6384 1gG2 73 5.9
IgGl CH-
9493 CL pl eng [aka 5.6 74
IgG1-pI(12)]

[0367]  FEFTRTUIA IS pl Z AR BRIl ISk o XA ik — DR W] B Xl
/N AE LR O BOAAE E B (0045 B E E AR B EE (X ) HEAT TR S v e 2 S K
PUARAN Fe Rl ) ILIS 2 TR 2 T4 (K595
[0368]  sitjitids] 4. 1EEIX pl TREUE M TRESGE TS T4
[0369]  mJ LA FH 2 Py ikl AT 82 (1 R BTAR 1 pT 09/ o AE R ZHURMEACT T, 4 BAT
i pKa [FI5EE (AU RS =R LA A S RIRE AR ) Y rp PR sl A PP I AR, A/ B
R PRI HUIC pKa A0 ( RARIRMARIR ) B0 AR AT UG T 2 AR,
JITi ALK B0 A S5 A0 P A2 L D REAE Y DA K S Sl Ak
[0370] PRI S e Ji M — AN I, i ABS T RRAIR T AR 2 51 H S 5 S 1 1) DU ¢
Mo A RURSE 5N — T 2 AR 5 A PR SR AR A iy d /M, BV R B i /D B R A AR
/N pTo AT A RAR (b A D BE FAR KL R BEH) 098/ pT B e KIS0, I H.
DRl X S HRAR TR A P o 8 S 12 S P PR XS B /ML TR O/ s T (1 55— AR E
[FIYR N SR R R, X TR EE Bk UL, 166 735 (161, Tg62. 1gG3 LK
TgG4) 2 Ta) i[RI Fp B 22 S A AR DR AR AR o TR S B R R 2 A Sy ol P A1 7K = (R
MHC TT) Jf H. T 4 SZ AR FOIE 9 MRS AR AL, it A pT AYHA AT AREBEAT A2 7
S E R FR R . PR3, Al DASE 2 Ar VL RS R IR R RN o TR, iR A 41
WA E BTN TG FIR YR A7 AE IR AL, IF IR 2B 32 (tolerized) .
[0371] 17 7xHh TG 1200 LR P A1 Lt o HAT I FAE IR BE AR 1 TaG R
Z AR TRV PP B 22 57 o (R i DT FRFRIE (KGR BAJZ H) SRR REAR pl MUFREE (D A1 E) AT
R R R Y BRAIR pT BRIE (R A7 ADG P R 28 ) e 4 g e v PR ERUARG
[0372] 18 7t CK A C A RAEEHEM R IR P41 Cx 5 CA Z Al FEJRPEA T 166
I Z 18] B R iy o R, ] DU B R A 3 HAR . AR S HS (e il v T 1Y
A (KR BAACH) B RRAEIR pT (5RFE (D MIE) o AR €045 AT DL 6 M FH R & 2 IR B4y
BRI, LA B (IR S5 AL AR S RS =R A S A R
[0373]  RFAIK pT LRESGE B 8 H BANHUAA 1 73— A2 1 4 0 A A A PR R il 22
N B C- Ao PRI, 491 G mT DAKS 3 28l R R G PR AN A U PR ALK IR Rl 15 2 ik BB L R i ol
P ) N= Aol C- Ao PRI N- AR E 45 M) ERal BT 45 & 07 /0, T A C- R 2 ik
(¥
[0374]  JL firditiid (1 TRECSGE Jr ik, ¥t 1 VF 2 22 e AR D3/ oA B BE 5 R B 10 25 o
Ko FUEAR SARAL T AR R B L K C— Ay B iy (IR AR A AL 15 o AR T B2 TG,
15
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A S AR ALk B BATR ZH R 2H ) — PR 22 o [F) R 2B AR :G13TE G138S. S192N. L193F,
T199T.N203D. K214T K222T.221-225DKTHT HLAR & VE. H268Q. K274Q. R355Q. N384S . K392N,
V397M. Q419E DL % K447 ke (BEFRh K4478) , Hoh iR EU R 513 THR S . A Rk
A2 AR AR R R AN C— A s 77 LT IR AP A S o C xR R 5ok B DA 2R 21
(K] —FhBl % FHECAR :K126E. K145E, N152D, S156E. K169E LA A% S202E, H bR 4% EU & 51 34T
Hi'5 o

[0375]  7EI& 19 sl 7 A R HAE 72, IF HAEE 20 et 7R RBRERTI. £ 3
A1) A 2 1) 70 S A e ) L e i R R B RE T p T, AR K B U (mAb) [ pl,
JITid 4 K PR e BT S A BT VEGE Fodd DR PRI T 28 X (Fy) o

[0376] 3K 3. Zeid pI TRESGE PR e 2 #E % Ak

[0377]
HAE B Fv
L4 pl G4 pl | &44° VH pl
TeG1-WT 8.46 Ck-WT 6.1 | Bev 6.99
lgG1-WT 8.46 Ck-pl(3) 4.6 | Bev 6.99
IgG1-WT 8.46 Ck-pl(6) 44 | Bev 6.99
TgG1-WT $46 | Ck-pl(6-DEDE) 43 | Bev 6.99
lgG2-WT 7.66 Ck-WT 6.1 | Bev 6.99
[gG2-WT 7.66 Ck-pI(3) 4.6 | Bev 6.99
[gG2-WT 7.66 Ck-pl(6) 44 | Bev 6.99
[gG2-WT 7.66 | Ck-pl(6-DEDE) 43 | Bey 6.99
pl-isol 5.93 Ck-WT 6.1 | Bev 6.99
pl-isol (NF) 593 | Ck-WT 6.1 | Bey 6.99
pl-isol (NF-VE) 585 | Ck-WT 6.1 | Bev 6.99
pl-isol(NF-VE) 5.85 Ck-pI(3) 4.6 | Bev 6.99
pl-iso1(NF-VE) 5.85 Ck-pl(6} 44 | Bev 6.99
pl-isol(NF-VE) 585 | Ck-pl(6-DEDE) 43 | Bey 6.99
pl-isol (NF-VE-DEDE) 5.36 Ck-WT 6.1 | Bev 6.99
pl-1s01(NF-VE-DEDE) 5.36 Ck-pl(3) 4.6 | Bev 6.99
pl-1s0l(NF-VE-DEDE) 5.36 Ck-pl(6) 44 | Bev 6.99
pl-isol (NF-VE-DEDE) 536 | Ck-pl(6-DEDE) 43 | Bev 6.99

[0378]  “Bev =#1 VEGF fuiA DIAR SR AT A5 [X
[0379]  "mAb pl =% DRI Py 4K B BEPUAR R pl
[0380]  SEZjifif5] 5. pT T BAeid F) e far A0 50 P 00 2 D 5 1 5 45 45 48 FeRn ) Fe A8 S AK 1 7
A
[0381]  j=Ai—RFIFI ML TS pl THE0E IR RIS pT 5 ZEK 32 1 2 TR o
RIS o 1 5%, Wi HI/E— T 94931861 -pI (12) 748 AR 11 524551748 A4 S AIF 9T
HLT 28 65 4 TPHER 1 IX A Bk 10017.10018 LA 10019, 3E[F S AT pI FAH N
T DR EHT TgGIWT 7 1E i fng A A7 HAr (R 5 I 1) 22 5
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[0382] 3 4. WFILHLfT A Fe A8 AR TR ol i #2824

[0383]
XENP HC G4} HC 48 LC B4R pl  HARE #KR #DE
4547  1gG1-WT 8.1 (+6) 0 0
9493 IgG1-pl(12) CH1-pl(6) Ck-pl(6) 56 (-30) (-12) (+24)
9992 IgG1-pl(12) CHI1-pl(6) + N434S Ck-pl(6) 56 (-30) (-12) (+24)
CHI-pl(6) +
9993  IgGl-pl(12) Ck-pl(6) 56 (-30) (-12) (+24)
M428L/N4348
IgG1-pl(6)- % S119E T164EN152D S156E
10017 6.6 (-6) 0 (+12)
% DE N208D S202E
IgGl-pl(6)-KR K133Q  K205QKI126Q K145Q
10018 6.6 (-6) (-12) 0
E=l iR K210Q K169Q
IgG1-pl(6)-KR  KI133E K205EK126E K145E
10019 59 (-18) (-12) (+12)

% DE KZ10E K169E
[0384] CH1-pI(6) = S119E K133E T164E K205E N208D K210E
[0385] Ck-pI(6) = K126E K145E N152D S156E K169E S202E
[0386] A Fv i1 5 pT = DI HRST
[0387]  hALIISRES JEEEAN T o A0S H TR A B A B T 2 BR AR AT, A
10018 A1 10019 MNiZ & anfm] 9493 —F¢ RAFH, 1 10017 FEAIEK . an AL 2 T 1 4
Hafar, 10018 ¥ ANKEL, T 10017 A1 10019 K4 HA AN T TgG1 ZEK AHEL T 9493 (M5 30 5
Mo S pl (EHAPIRAS ) A2 I, 45 5% 2 9493 > 10019 > 10017 = 10018.
[0388] PR 1 HLfar 5245 (KAS A 20 2 Ab, K 94931gG1-pI (12) A2 Ak 578 pH6. 0 Mo
456 % FeRn HURAH A, DAME I 2 058 = i ML ( iR tRAS A FeRn) o2 75 24
B ER 4 A T X A Bk 99921gG1-pl (12) -N434S F1 99931gG1-pl (12) -M428L/
N434S.
[0389] i b Jrids () 70~ A= W) S 3R FH DU BRI ) ] A% X R A R A4 AR Sk o 4m B iy
R ZRIA Ak LL S RIS o I B TR AE huFeRn /) 51 Hp k4728 S5 A0 3 BE 044 1K) PK WF 5T 7
21 AP 22 w2z i) i F5 9 BE KT 2H 350 1 P 1], 32 () I e i R 406 R SRAT R 2 32 500
[0390] &5 H9R/ I W AISE I 47 e fr 3 A B T e il .k, 45 SRAa i DA
A A TS EAK pT AN 45622 FeRn, DAME R4S 15 B BL 22 B R B3 m
7EF 23 AL T AR E Py ( DUERSR P ) AR S f0 i 28 TG 32010 pT SR Hh R I, Frid
AR R AR AL Te6 B4 AE huFeRn /N IR Frid B B R AR T 23505 pl 2 18] (AR 2
KZ, VLB AT pT 17 TR 20t (178 S A fE i 45 & 22 FeRn [ Fe 8 AR v 4601
[0391]  Sjififs) 6. AL pl LRE s A4 2 ik
[0392] i ERTIR, A LUEIE R TeG 7380 (1gG1. 1gG2. 1gG3 LA 1gG4) Z [a] [ [F] Fh 28
ZE 5 R ES S FRAG pT AR 2 51 H A e J P 1 UG B /ML o 6T i P B e 0 1 i 4l
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(PR R R R R o P, DR A 38 VR R AR A SR i i A1 K7 B (B MHC 11) JF H T- 40 i 52 44
WA 9 MRIEK IRAL, Fr AR pI (HCR A BE A 70751 LB I R A R R . X
P 7 2, JEAPERAL LADLTC R SA IR Y o DRI, B A R0k 2H R/ e 11 N2 TG R R 2R vp £
TERIFRAL, FF DK A 2252
[0393]  {EFK 5 WA T ik v K pl [FIAP 2, HAEFR N TgG-pl-Ts02.1gG-pI-Ts02-SLy
IgG—pl-Tso2- ¥ B fif s 1gG-pIl-Iso3. 1gG—pI-I1s03-SL. LA f 1gG-pl-Iso3— 41X H faf, i [A]
BATH pI AN Dy e et Bl 24 424 1 TeG-pI-Tsod 5 52k TgG Al Bl Y ¥ /v 31 L
XT s HLAt 2 1R AR B Ay FAH XS B A TG [l R B (1) — Fh el 22 By ol [R5k HE . 1] 25 i
26 [ 1 TGl 5 TgG—pl-Tsod ZIAI&5HE 2R ¥4 1g6-—pl-Tso2. IgG—pI-Iso2-SL LA
& 1gG—pI-Tso2- X MM vt B AIK (55 ) BN+ Dhfe, w58t (233P.234V.235A)
N CH2 g5 K3k (327G) " 1) 1gG2 AR Tl /2o ¥ 1gG-—pl-Tso3. IgG-pl-Tso3-SL A JZ
IgG—pI-Tso3— X L ff W it B A i (58 ) RN+ Dy e, anal i 508 (233E.234L.235L.
236G) F1 CH2 #5438 (327A) W) TgGl FEVRFLFTINGE o BA “SL7an 44 I R AP RIS pT A8 ek
i Hax e e AAm i B 1928 A 193L i AS[E T 1gG-pl-1so2 Al 1gG-—pl-1s03. KILLEIX
Sefr B bR 22 AR 2 R BT E TeGL AN TgG2 R A7 E I AR ik ik (X 22 7%, Ty BU 192N/ 193F
A o AR AT BIAIS pT [FIPh 2R AR S A5 s e [ i R AR 9 LA, (A S
AR AT SR . 1T LU B R A IR A R e X (Cx BRC A ) BRI TRk
i HA PR CLHE— 2000 pT (R R R Ao 280t pT TRE e (A 4 4 s 4 1 s o) 2 4
PR CK-pI (4) [RIHT78 e Ad, B B A8 s AR s et R A2 18 27 whe S34b, Ik g L [+
RS E] DL TR s B $2 % FeRn BISERIPER Fe 22 544, M8k — 25 S AE K i 2f 2%
e FTiR Fe 8 Akl LELFEG an /e 3 5 Birid i) 434S 87 4281./434S, BLUTA ST iR i)
H'Y Fe B 5k, 7K 28 At T TgG-pl-Ts02. 1g6—pI-1s02-SL. IgG-pl-Tso2—- 1 Hifif .
I1gG—pIl-Ts03. TgG-pIl-T1s03-SL. TgG—pl-Tso3— 1 HiLfif LA Sz CK—pl (4) HIZEIERFEH .
[0394] K 5. HAK pT MIHTAL TgG [FIFpAY
[0395]

XENP e BEE Fe AR pl BN T IifE
[0396]
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10178 IgG-pl-Iso2 WT 6.3 1%
10470 IgG-pl-Iso2-SL WT 6.3 {I%
10180  IgG-pl-Iso2 WT 4348 6.3 1%
10471  IgG-pl-Iso2-SL WT 4348 6.3 1%
10182 IeG-pl-Iso2 CK-pl(4) 5.6 K%
10184  IgG-pl-Iso2 CK-pl(4) 4348 5.6 1%
10427  1gG-pl-Iso2-1X FBfif WT 6.3 1%
10473 IeG-pl-Iso2-{% EE.fif WT 4348 6.3 {I%
10179 IeG-pl-Iso3 WT 6.2 =
10286 IeG-pl-Iso3-SL WT 6.2 =
10181 IgG-pl-Iso3 WT 4348 6.2 =
10466  IgG-pl-Iso3-SL WT 4348 6.2 =
10467  IgG-pl-Iso3-SL WT 428174348 6.2 =
10183 IgG-pl-Iso3 CK-pl(4) 55 =
10185 IgG-pl-Iso3 CK-pI(4) 4348 55 =
10525 IgG-pl-Iso3-SL CK-pI(4) 4348 55 =
10426 IgG-pl-Iso3-1¥ B fif WT 6.2 =
10472 1gG-pl-Iso3-13 F i WT 434S 6.2 =

[0397] SL = 192S/193L

[0398]  CK-pl(4) = K126E/K145E/K169E/K207E

[0399] A Fv i+5.1) pT = DI RST

[0400] W] DL B AL 280 TR s 1) R P 28 5 0B 1 Fe A8 SR AH A&, DA P2 A B
FE K P e 0 B A O s )RR R R AR B Fe @A . 9, 1gG-pl-Tso2-SL Al / BE
IgG—pI-Ts03-S AJ LLFE N5 5 Fe v R 456 1148 7 44k 239D, 332E.267E 1 / 8L 328F, LA
(BRI 1 5 V) RN 7 DO RE B A e VAT R 1 o 1T DI BT 214 (R R 28 5 45 75 5 FeRn FRI45 5 1
B Fe BRAEMAE, Frid HoE Fe 22w Apu 554511 428L.428L/434S . T250Q/M428L M252Y/
S254T/T256E LA S N434A/T307Q, M 7E Mt — P IEKAR P 32 1] . 753K 6 Rk T o
PERERE . FTid 2 k] DALk B B AR E 2 2kt (CKEC V) MREEE R A LI
TN pI PR E BRI () F2 B, LR ) A SCHT AR (AT AR 20 3k TR 5 i e e
BFEBI N CK—pI (4)

[0401] 3K 6. pI [FRPRAR e e 5 H B A AR ) TRE U A5 o

[0402]
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Wik Fe
IgG-pl-Isa3-SL 332E
TeG-pl-Iso3-SL 239D/332E
TeG-pl-Iso3-SL 332E/434S
TeG-pl-Iso3-SL 239D/332E/4348
TeG-pl-Iso2-SL 267E/328F
TeG-pl-Iso2-SL 4348/267E/328F
IgG-pl-Iso3-SL 267E/328F
1gG-pl-Iso3-SL 4345/267E/328F
1gG-pl-Iso2-SL 4281./434S
1gG-pl-Iso3-SL 428L./434S
lgG-pl-Iso2-SL 428L
1gG-pl-Iso3-SL 428L
1gG-pl-Iso2-SL 250Q/428L
JeG-pl-Iso3-SL 250Q/428L
1gG-pl-Iso2-SL 252Y/254T/256E
1gG-pl-Iso3-SL 252Y/254T/256E
1gG-pl-Iso2-SL 434A/307Q
1eG-pl-Iso3-SL 434A/307Q

[0403] 8V ELZRE—BW/D pl, I GIN AT A H AL (EI Bk, P A D BRE >k

B KA R) R HA YN pT i HAth AR S 1 F 4 e i, DU R g e Mb . N T
R T X A AR, HHE T Fe X 9 5% K AT R BRIE I BUAC Bk GLu i 1) 52 525 20 B L A g i
Ak (& 29) o XU AR SR FR A pI (7) M pI(11) o pI(7) FEANZR KR IZ 1 K133E,
K205E.K210E.K274E .R355E . K392E LAZEAL E 447 [ff) Lys #2%, 37F H pl (11) JEANRIERRE
i K133E. K205E. K210E K274E K320E . K322E . K326E . K334E . R355E K392E LA S AEA B 447
B Lys S o R IR A i 5 N HEAE e E DA A B s AON 1 DhRE I iR (TgGLl-pI (7) AW
IgGl-pl (11)) AEA TN FIhEERIPiAE (1eG1/2-pI (7) Ml 1gG1/2-p1(11)) . 7ER 30
R LA, T mAb pI RIS, [R5 22 58 22 1) f oy S e AR Ak — 2B i/ pTo AR 7
iR 7 ixee TS pl TRESOE AR Fe ik, IF HAE K 28 it | 2 B IF 41 .

[0404] 3K 7. TFECUIE I HELAT A H

[0405]
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XENP Wk Fe & 4k L5 pl
10107 1gG1-pI(7) CK-pl(4) 53
10108 IgG1-pI(11) CK-pl(4) 5.0
10109  IegG1/2-pI(7) CK-pl(4) 5.4
10110 TgGl/2-pI(11) CK-pl(4) 5.0
10476 IegG1/2-pIl(7) 4348 CK-pl(4) 5.4

[0406] I1gG1-pI (7) = K133E/K205E/K210E/K274E/R355E/K392E /K44 7#

[0407] IgGl-pI (11) = KI33E/K205E/K210E/K274E/K320E/K322E/K326E/K334E/R355E/
K392E/K447#

[0408] 1gG1/2-p1(7) = K133E/K205E/K210E/Q274E/R355E/K392E /K44 7#

[0409] 1gGl/2-pI(11) = KI133E/K205E/K210E/Q274E/K320E/K322E/K326E/K334E/
R355E/K392E/K447#

[0410] CK—pl(4) = K126E/K145E/K169E/K207E

[0411]  H Fv iH5 1 pl = DR HdT

[0412]  fFEF W1 LTIl ()5 7AW 22 B DUAR R [ 0] 2% XOR A iR 44 o dn b fy
Rk Al A UL R R A i . 1 B TR AE huFceRn /) B bk 4728 S A0S0 B A 1 PR BT 58
7E [ 31 FOE] 32 v 2 1] 37 5 X 2E 380~ 3 1] 5 32 () AT e i PR 0L 6 R SR A1 1 e 1
71 33 Wil B AN R s . B A e B T R RR Y pI AR SRS pI DA KK
H N434S BUR 3E 558 1K FeRn 454 I mTint:, amid@it 76 /& 34 s i g2 B pT ff i 22 1)
FroRe

[0413]  Szjitifs] 7. [F)Fh AL R REE T XA R

[0414]  CK5 CA Z[A M FENEHEAD TG 12800 2 I RV MR (e Bl 18 TR ) . 24
WATS SR AT A BT A7 (8 16 e 91 R0 5 4 TR R ok Big S B, DA = A [ AP RIS pl S8 o
X.o 7EE 18, ARG 7 BA R i mr pl BR2E (K. R BAK H) BREIK pl MIBREE O
AE) WIS E . AKETE ] DAL R A& 2008 s 2 BRI R U R A 2= R DA R
DAS PRI S o A 7 CK AT C A IIES MR (] 35) , I HLIE [ 41 B ok — e fd k4
FHIWEEA CK/C N FIF RS S, 7R3 8 ik Tix et pl TRES0E A8 44, I+ B
7E ] 28 i fit | s B A

[0415] 3% 8. & [FF AR EEE T X 2 TRES0E K pl 2 4k

[0416]

XENP D L Fe 48 54k pl BN TIRE
10324 IgG-pl-Iso3 CK-Iso(3) 59 =
10325 IgG-pl-Iso3 CK-Iso(4) 5.8 =
10326 TgG-pl-Iso3 CK-Iso(3) 5.8 =
10327 TgG-pl-Iso3 CK-Iso(6) 5.7 =
10511 IgG-pl-Iso3-SL CK-Iso(3) 59 =
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[0417]
10512 IgG-pl-Iso3-SL CK-Iso(4) 5.8 =
10513 IgG-pl-Iso3-SL CK-Iso(5) 5.8 =
10517  IgG-pl-Iso3-SL CK-Iso(3) 4348 5.9 =
10518 IgG-pl-Iso3-SL CK-Iso(4) 4348 5.8 &
10519  IgG-pl-Iso3-SL CK-Iso(3) 4348 5.8 =
10520  IgG-pl-Iso3-SL CK-Iso(3)  428L/434S 5.9 =0
10521  IgG-pl-Iso3-SL CK-Iso(4)  428L/434S 5.8 =
10522 IgG-pl-Iso3-SL CK-Iso(3)  428L/434S 5.8 =)
10526  IgG-pl-Iso3 CK-Iso(5) 4348 5.8 =]
10527  1gG-pl-Iso2-SL CK-Iso(5) 4348 5.8 fik

[04181 i a1 ERriR I o+ AW B DU T o] A8 XOR A R B e k. o B
Wk Al LA S R AR . W E IR AE huFeRn /> B 3R 4T 48 S MGk BEBTAA 1Y) PK W55 o 78
32 i i ix e Ak (XENP10519 & 19G-pl-1s03-SL-434S-CK-1s0(5)) 2 —MIIMIEHK
J5£ (K120 3507 S04 DA B M I s i 10400 & Hh A9 ()~ 2 S T, 9 HLAE 1] 33wz il 54/ B
(P B X A SRR B B RE AR I 34 HhoR A G PEfh R v . SR HURH THT
CK-Tso (5) R4t 51 RIS pT Mk .
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F 3 %

1/314 1L

[0001]

[0002]

<110>

<120>

<130>

<150>
<151>

<150>
<151>

<150>
<151>

<160>

<170>

<210>

<211>

<212>

<213>

<400>

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

1

ol
Xencor, Inc,

Dahiyat, Bassil .

Lazar, Gregory A.

Bermett, Matthew J.
BRGSO 45 HL s i h g

067461-5153-US

US 61/368.962
2010-07-29

US 61/368,969
2010-07-29

US 61/391,509
2010-10-08

US 61/391.515
2010-10-08

US 61/439.263
2011-02-03

205

PatentIn fiZ4s 3.5
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[0003]

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
33 40 45

Ser Gly Asn Ser Gin 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 Gin Gly Leu. Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 2
<211> 330
<212> PRT
213> B A

<400> 2
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 Len 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
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Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 33 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
63 70 75 80

Tyr Tle Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
83 20 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Tle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyvr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

[0004]
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[0005]

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gin Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lie Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Lea Ser Leu Ser Pro Gly Lys
325 330

<210> 3
211> 326
<212> PRT
<213> #HA
<400> 3

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
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[0006]

1 5 10 15

Ser Thr Ser Glu Ser 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 Gin Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
1060 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 135 140

Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
145 150 155 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
165 170 175

57



CN 103052649 B F % X

6/314 T

[0007]

Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gin Asp Trp
180 185 190

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
223 230 235

Gln Val Ser Leu Thr-Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
245 250

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
260 265 270

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys
290 295 300

Ser Val Met His Glu Ala Len His Asn His Tyr Thr Gla Lys Ser Leu
305 310 315

Ser Leu Ser Pro Gly Lys
323

58
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[0008]

<210> 4

<211> 332

<212> PRT

213> FA

<400> 4

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg

1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Len 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 Gla Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr Thr Cys Asa Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys Pro
100 105 110

Arg Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe
115 120 125

Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
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[0009]

130 135 140

Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gin Phe
145 150 155 160

Lys Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
165 170 175

Arg Glu Glu Gln Tyr Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr
180 185 190

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
195 200 205

Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr
210 215 220

Lys Gly Gln Pro Arg Glu Pro GlIn Val Tyr Thr Leu Pro Pro Ser Arg
225 230 235 240

Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
245 250 255

Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro
260 265 270

Glu Asn Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser
275 280 285

Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gn
290 295 300
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[0010]

Gly Asn Ile Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn Arg
305 310 313

Phe Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 5

<211> 327
<212> PRT
<213> HA

<400> 3
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg

1 5 10 15

Ser Thr Ser Glu Ser 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
30 33 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
63 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

61
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[0011]

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
1935 200 205

Pro Ser Ser Ile Glu Lys Thr lle Ser Lys Ala Lys Gly Gln Pro Arg
210 215 220

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
225 230 235 240

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
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[0012]

260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
305 310 315

Leu Ser Leu Ser Leu Gly Lys
325

<210> 6
<211> 329
<212> PRT
<213> ATLJPHI

<220>
<223> 1gG1/2-HC

<400> 6
Ala Ser Thr Lys Gly Pre Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

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

63
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[0013]

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu-Ser Ser Val Val Thr Val Pro SerSer Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
115 120 125

Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
130 135 140

Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr
145 150 155 160

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
165 170 175

Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His
180 185 190

Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
195 200 205

Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln
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[0014]

210 215 220

Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met
225 230 235

Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
245 250 255

Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
260 265 270

Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu
275 230 285

Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gin Gly Asn Val
290 295 300

Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
305 310 315

Lys Ser Leu Ser Leu Ser Pro Gly Lys
325

<210> 7
<211> 330
<212> PRT
213> A5

220>
<223>  IgG1-CHI-pl(6)

<400> 7

65

240

320
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Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu
1 3 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 Glu Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser
30 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75

Tyr lle Cys Asn Val Asn His Glu Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu

[0015]

66

80

160
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15/314 7L

165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn
260 265 276

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp -Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

[0016]

67
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[0017]

210> 8
211> 107
<212> PRT
<213> ALJ751

<220>
<223> CK-pli6) (Kl 4)

<400> 8

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

Gin Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu.Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Glu Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 9

68

80
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F 5 Xk 17/314

[0018]

Q11> 123
<212> PRT
<213> NP3

<220>
<223>  DREHT VH (B 19)

<400> 9
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Len Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Gly Trp lle Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
30 55 60

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala 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 Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr Phe Asp Val
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

69
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[0019]

210> 10
211> 107
<212> PRT
213>  ATLJPH

<220>
<223> H{ VEGF VL (¥ 9)

<400> 10
Asp lle Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10

Asp Arg Val Thr Tle Thr Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr

20 25 30

Leu Asn Trp Tyr Gln Gin Lys Pro Gly Lys Ala Pro Lys Val Leu lle
35 40 45

Tyr Phe Thr Ser Ser Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly
50 35 60

Ser Gly Ser Gly Thr Asp Phe Thr Lea Thr Ile Ser Ser Leu Gin Pro
65 70 75

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Thr Val Pro Trp
85 90

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

<210> 11
<211> 433
<212> PRT

70

15

80

95
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[0020]

213> ALF5

<220>

<223> XENP9493 D% H4-IgG1-CH1-pl(6)-CK-pI@®) EEE (& 6)

6)
<400> 11

Glu Val GIn 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 Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 43

Gly Trp lle Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
30 35 60

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
635 70 75

Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr Phe Asp Val
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Glu Thr Lys Gly
115 120 125

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

71

80
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[0021]

130 135 140

Thr Ala Ala Len Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
145 150 135 160

Thr Val Ser Trp Asn Ser Gly Ala Leu Glu Ser Gly Val His Thr Phe
1635 170 175

Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
180 185 190

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
195 200 205

Asn His Glu Pro Ser Asp Thr Glu Val Asp Lys Lys Val Glu Pro Lys
210 215 220

Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
225 230 235 240

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250 255

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265 270

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
275 280 285

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
290 295 300

72
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[0022]

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
305 310 315 320

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
325 330 335

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
340 345 350

Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
355 360 363

Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375 380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
385 390 395 400

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410 415

Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
420 425 430

Val Met His Glu Ala Lea His Asn His Tyr Thr Gln Lys Ser Leu Ser
435 440 445

Leu Ser Pro Gly Lys
450

73
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[0023]

210> 12
211> 214
<212> PRT
213> ATLFH|

<Q20>

<223> XENP9493 D% #.47-1gG1-CHI-pI(6)-CK-pI®)13sE (& 6)
6)

<400> 12

Asp lle Gln Met Thr Gln Ser Pro Ser Ser Len Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr lle Thr Cys Ser Ala Ser Gln Asp Tle Ser Asn Tyvr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Val Leu Tle
35 40 45

Tyr Phe Thr Ser Ser Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly
50 35 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Gln Pro
65 70 75 30

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gla Tyr Ser Thr Val Pro Trp
85 90 95

Thr Phe Gly Gln Gly Thr Lys Val Glu lle Lys Arg Thr Val Ala Ala
160 105 110

Pro Ser Val Phe Il¢ Phe Pro Pro Ser Asp Glu Gln Leu Glu Ser Gly

74
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23/314 11

[0024]

115 120 125

Thr Ala Ser Val Val Cys Len Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Glu Val Gln Trp Lys Val Asp Asp Ala Leu Gln Glu Gly Asn Ser Gln
145 150 155

Glu Ser Val Thr Glu Gin Asp Ser Glu Asp Ser Thr Tyr Ser Leu Ser
165 170

Ser Thr Len Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Gtu Val Thr His Gln Gly Leu Glu Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 13

<211> 329
<212> PRT
213> ATLJFF

<220>
<223> pl-lsol

<400> 13

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10

75

160
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[0025]

Ser Thr Ser Glu Ser 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 Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro.Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 176 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu

76
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[0026]

180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Tle Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 14
<211> 329

7
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[0027]

<212> PRT
Q13> ANLPH]

<220>
<223> pl-Isol (NF)

<400> 14

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 3 10

Ser Thr Ser Glu Ser 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 Len Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leun Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys

78

15

80

95



N 103052649 B F 5 X 27/314 i

[0028]

130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val -Gln Phe Asn Trp
143 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
193 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn GlIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn
290 295 300

79
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[0029]

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 313 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 15
211> 326
<212> PRT
<213> A LJE5

220>
<223>  pl-Isol(NF-VE)

<400> 15

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Len Ala Pro Ser Ser Lys
1 3 10 15

Ser Thr Ser Glu Ser 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 Gl Ser Ser Gly Leu Tyr Ser
30 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys

80
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[0030]

85 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
145 150 153 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
163 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 196

Trp Leu Asn Gly Lys Glu Tyt Lys Cys Lys Val Ser Asn Lys Ala Leu
195 200 205

Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
210 215 220

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
225 230 235 240

Asn Gln Val Ser Leu Thr Cys Leun Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

81
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[0031]

Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn Asn Tyr Asn

260 265 270

Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Len Tyr Ser

275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser

290

2935 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser

305

310 315

Leu Ser Leu Ser Pro Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

325

16
330

PRT
ANLFF

pl-Isol (NF-VE-DEDE)

16

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1

5 10

Ser Thr Ser Glu Ser 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

82
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35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leun Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
195 200 205

[0032]

83
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Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
225 230 235 240

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

Ile Ala Val Glu Trp Glu Ser Ser Gly GIn Pro Glu Asn Asn Tyr Asn
260 265 270

Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Len Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
305 310 3135 320

Leu Ser Leu Ser Pro Gly Asp Glu Asp Glu
325 330

<210> 17
211> 107
<212> PRT
<213> ATJ#4

<220>
<223> CK-pl(3)

[0033]

84
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33/314 7L

[0034]

<400> 17
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val GIn Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Len Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 18
<211> 111
<212> PRT
<213> AL/

<223> CK-pl(6-DEDE) (/& 20)

<400> 18

85

15

80
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[0035]

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Glu Gly Asn Ser Gln Glu Ser Val Thr Glu Gin Asp Ser Glu Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys Asp Glu Asp Glu
160 105 110

210> 19
211> 325
<212> PRT
213> ATJP3I

<220>
<223> IgG-pl-Iso2

<400> 19

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

86
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[0036]

Ser Thr Ser Glu Ser 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 Gl Ser Ser Gly Leu Tyr Ser
50 53 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
635 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 135 140

Val Ser His Glu Asp Pro Glu Val Glin Phe Asn Trp Tyt Val Asp Gly

145 150 155 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
165 170 175

87
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[0037]

Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
180 185 190

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220

Pro Gln Val Tyt Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
225 230 235

Gin Val Ser Leu ThrCys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
245 250

Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn Asn Tyr Asn Thr
260 265 270

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 2835

Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys
290 295 300

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
305 310 315

Ser Leu Ser Pro Gly
325

210> 20

88

240
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37/314 7T

[0038]

Q11> 325
<212> PRT
<213> NP3

<220>
<223> IgG-pl-Iso2-SL ([ 28)

<400> 20
Ada Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser 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 Vil Leu Gln Ser Ser Gly Leu Tyr Ser
30 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
65 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

89
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[0039]

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr'Cys Val Val Val Asp
130 135 140

Val*Ser His Ghr Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
145 150 155 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
165 170 175

Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Tip
180 185 190

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro lle Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
225 230 235 240

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle
245 250 255

Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn Asn Tyr Asn Thr
260 265 270

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys

90
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39/314 7T

[0040]

290 295 300

Ser Val Met His Glu Ala Len His Asn His Tyr Thr Gln Lys Ser Leu
303 310 315

Ser Leu Ser Pro Gly
325

<210> 21

<211> 325
<212> PRT
213> ALP4

<220>
<223>  IgG-pl-Iso2-{X fifir (/& 28)

<400> 21
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu 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 Leun Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Len Gly Thr Gln Thr
63 70 75

91
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[0041]

Tyr Tle 'Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 135 140

Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
145 150 153

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn

165 170 175

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
180 185 190

Lew Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gla Pro Arg Glu
210 215 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
225 230 235

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile

92

160

240



CN 103052649 B F % X
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[0042]

245 250 255

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Asn Thr
260 263 270

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp Gln Giu Gly Asn Val Phe Ser Cys
290 295 300

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
305 310 315 320

Ser Leu Ser Pro Gly
325

<210> 22

<211> 329
<212> PRT
213> ALF4|

<220
<223> IgG-pl-Iso3 (& 28)

<400> 22
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Len Val Lys Asp Tyr
20 25 30

93
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[0043]

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 Gin Ser Ser Gly Len Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys-Asp Thr Thr His Thr-Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Leu Len Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lic Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp

145 150 155 160

Tyr Val Asp -Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
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[0044]

195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Len Thr Cys Len Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp.Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 276

Agn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Len His Asn His Tyt Thi
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 23

<211> 329
<212> PRT
<«213> ALFH

<220>

95
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F 5 % 44/314 T

[0045]

<223> IgG-pl-Iso3-SL (& 28)
<400> 23

Ala Ser Thr Lys Gly Pro Ser Val Phie Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Glu Ser 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 Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
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45/314 1

[0046]

145 150 155 160

Tyr Val Asp-Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GlIn Asp Trp Leu Asa Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr.Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro-Gln Val Tyr Thr Leun Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Len Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyt Thr
305 310 315 320
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[0047]

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 24

211> 329
<21Z» PRT
<213> A LFH

<220>
<223> IgG-pl-Iso3-fL Hify (] 28)

<400> 24

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 3 10 15

Ser Thr Ser Glu 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

TyrIle Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
83 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr Thr His Thr Cys Pro Pro Cys

98

80
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[0048]

100 105 110

Pro.Ala Pro Glu Len Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GlIn Asp Trp Len Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 203

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gl Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270
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48/314 1

[0049]

Asn Tyr-Asn Thr Thr Pro Pro Val Leu Asp SerAsp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gln Lys Ser Leun Ser Leu Ser Pro Gly
325

<210> 25
211> 329
<212> PRT
<2213> A TJFH)

<220>
223> IgGlpl(7) ( 28)

<400> 25

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu
1 5 10

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

100

15

320
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50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
63 70 75 80

Tyr Tle Cys Asn Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 20 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Tip
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Atg Glu
165 170 175

Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

[0050]
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50/314 7L

[0051]

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Glu Giu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Glu Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leun Ser Leu Ser Pro Gly
325

210> 26
211> 329
<212> PRT
213> ATLFF4

<220>
<223> IgGl-pl(11) (& 28)

<400> 26

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu
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[0052]

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 Gin 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 Glu Pro Ser Asn Thr Glu Val Asp Lys
85 20 95

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
1060 105 110

Pro Ala Pro Glu Leu Len Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175
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52/314 7T

[0053]

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Glu Cys Glu Val Ser Asn
195 200 205

Glu Ala Leu Pro Ala Pro Ile Glu Glu Thr Ile Ser Lys Ala Lys Gly
210 215 220

GIn Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Glu Glu Glu
225 230 235

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 263 270

Asn Tyr Glu Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyt Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gln Lys Ser Leun Ser Leu Ser Pro Gly
325

104

240

320



CN 103052649 B

53/314 7L

[0054]

210> 27
Q11> 328
<212> PRT
213> ATLFH|

20>
23> 1gG1/2-pl(7) (& 28)

<400> 27
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

1 5 10

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 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
63 70 75

Tyr Ile Cys Asn Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
115 120 125

105

80

95
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54/314 7T

[0055]

Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val
130 135 140

Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp Tyr
145 150 155

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Gla
165 170

GIn Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His
180 185 190

Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
195 200 205

Gly Leu Pro Ala Pro Ile Glu Lys Thr lle Ser Lys Thr Lys Gly Gla
210 215 220

Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Glu Glu Glu Met
225 230 235

Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
245 250

Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
260 265 270

Tyr Glu Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu
275 280 285

106

160

240
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55/314 71

[0056]

Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val
290 295 300

Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
305 310 315

Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 28
<211> 328
<212> PRT
<213> ALFF|

220>
<223>  IgGl/2-pl(11) (& 28)

<400> 28
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

1 5 10

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 Leun Gln Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr GIn Thr
63 70 75

107

15

80
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56/314 7L

[0057]

Tyr Ile Cys Asa Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro.Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
115 120 125

Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
130 135 140

Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp Tyr
145 150 155 160

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Gla
163 170 175

GlIn Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His
180 185 190

Gln Asp Trp Leu Asn Gly Lys Glu Tyr Glu Cys Glu Val Ser Asn Glu
195 200 205

Gly Leu Pro Ala Pro Tle Glu Glu Thr Ile Ser Lys Thr Lys Gly Gln
210 215 220

Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Glu Glu Glu Met
225 230 235 240

108
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Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
245 250 255

Ser Asp Tle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn
260 265 270

Tyr Glu Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu
275 280 285

Tyr Ser Lys Lien Thr Val Asp Lys Ser Arg Trp Gin Gln Gly Asn Val
290 295 300

Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
305 310 315 320

Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 29

<211> 107
<212> PRT
213> ALFH|

<220>
<223> CK-pl@d) (& 28)

<400> 29
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

[0058]

109
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Tyr Pro Arg Glu Ala Glu Val Gin Trp Lys Val Asp Asn Ala Leu Gln.
35 40 45

Ser Gly Asn Ser-Gln Glu Ser Val Thr Glu Gln Asp Ser Glu 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 Glu Ser Phe Asn Arg Gly Glu Cys
100 105

10> 30
211> 107
<212> PRT
<213> A LPH|

<220>
<223> CK-Iso(3) (] 28)

<400> 30
Gln Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Len Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gln

[0059]
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59/314 7L

[0060]

35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His ‘Glu Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 31
211> 107
<212> PRT
13> AL

<220>
<223> CK-Iso4) (5] 28)

<400> 31
Gln Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Gln Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Thr Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

111

80
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[0061]

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Len Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Glu Gly Leu Ser Ser
83 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 32
211> 107
<212> PRT
213> A TLFF4]

<220>
<223> CK-Iso(5) (& 28)

<400> 32
Gln Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Glu Leu Gln Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Thr 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
30 35 60

112

95

15

80
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61/314 5

[0062]

Thr Tyr Ser Len Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Glu Gly Leu Ser Ser
85 20

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 33
211> 107
<212> PRT
213> ATJFH|

<220>
<223> CK-Iso(6) (& 33)

<400> 33
Gln Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 16

Glu Leu Gln Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asp Phe
20 25 30

Tyr Pro Arg Glu Ala Thr 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 TyrSer Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75

113

30

95

80
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[0063]

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Glu Gly Leu Ser Ser

85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

<210>
<211>
<212>
<213>

220>
<223>

<220>
<221>
<222>
<223>

<400>

100 105

34
10

PRT
ATFH

A0

misc_feature
0..(10)
Xaa o] LU A RARAFE I S AR IR

34

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

210>
<211>
212>
213>

<220>

<223>

<220>
<221>

5 10

35
10

PRT
ANLF5)

b |

misc_feature

114

95
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[0064]

<Q22>
<223>

<400>

(1)..(10)
Xaa 7] DLRALf] RARFF A B FE R

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<Q13>

<220>
<223>

<220>
<221>
22>
<223>

<400>

5 10

36
10

PRT
ANILFF

kS|

misec. feature

(1)..(10)
Xaa 1 DLEAT ] KRG R R R

36

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<QL2A3>

<220>
<221>
<222>

5 10

37

10

PRT
ANLFH

b Nl

misc_feature

(13..(10)

115
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[0065]

<223>  Xaa W] LLRATAT RINAFTE R R IE R
<400> 37
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1 5 10

<210> 38
<211> 107
<212> PRT
213> ATJ73)

<220>
<223> CK-v8 (K 41)

<400> 38
Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

1 5 19

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Len Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gin Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
85 90

116

15

95

80
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Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 39
211> 107
<212> PRT
<213> A L5

<220>
223> CK-v28 (H 41)

<400> 39
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gl Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asn Ala Len Gln
35 40 45

Glu Gly Asn Ser Gln Glu Ser Val Thr Giu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
25 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

[0066]

117
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66/314 171

[0067]

210> 40
211> 107
<212> PRT
<213> ALJ751

<220>
<223> CK-v23 (& 4D

<400> 40

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

Gin Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu.Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asn Ala Leu Gla
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 41

118

80

95
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67/314 11

[0068]

Q11> 107
<212> PRT
<213> NP3

220>
223> CK-v12 (& 41)

<400> 41
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gin Trp Lys Val Asp Asn Ala Leu Gin
35 40 45

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 42
211> 329
<212> PRT
213> A LFH

119

15

80

95
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[0069]

<220>
<223> IgG-pl-CH1-v4-SLFFV-Is0-434S (/4] 41)

<400> 42
Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

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 Glu 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
63 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Len Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

120
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[0070]

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Glin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

121
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70/314 1

[0071]

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr

305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

210> 43
<211> 329
<212> PRT
213> ALFF

<220>
<223>  IgG-pl-CH1-v25-SLFFV-Is0-4348 (] 41)

<400> 43
Ala Glu Tht Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 3 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 Glu Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Len Gly Thr Gln Thr
63 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
835 90 95
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[0072]

Lys Val'Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 119

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Len Thr Val Val
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Glun Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln 'Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255
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[0073]

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 313 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

210> 44

<211> 10
<212> PRT
<213> AN LJF¥|

<220>

<223> R4

<220>

<221> misc feature

<222> {1)..(10)

<223>  Xaa 7] LA RARAF AR E LR
<400> 44

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1 5 10

210> 45

124



CN 103052649 B

73/314 7T

[0074]

211> 10
212> PRT
<213> ATFFH

<220>
<223> KA

<220>

<221> misc feature

222> (1)..(10)

<223> Xaa W LR RRFAEMEER

<400> 45

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 3 10

<210> 46
<211> 10
<212> PRT
<213> ALP4|

<220>

<223> KA

<220>

<221> misc feature

<222>  (1)..(10)

<223> Xaa ] DURAL T RATFENI IR

<400> 46
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1 5 10

<2]0> 47
<211> 10
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[0075]

<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

PRT
ANILF51

A0

misec. feature
{1)..(103 | |
Xaa 7] LA AL RINFERI R AR

47

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
212>
<213>

Q20>
<223>

<220>
<221>
<222>
<223>

<400>

5 10

48
10

PRT
ANTFFF

A

misc_feature
1)..(10)
Xaa A LA I R IER AR

48

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>

5 10

49
10

PRT
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[0076]

<213> AP

<220>
<223>  RHI

<220>

<221> misc_feature

222> (1).(10)

<223>  Xaa W] AR RARAFAERY AR

<400> 49
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1 5 10

210> 50
<211> 330
<212> PRT
213> A LFH

<220>
223> 1gG1-434S (& 19)

<400> 50
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
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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

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 103 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gl Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

[0077]
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[0078]

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

210> 51
211> 326
<212> PRT
213> ATLFF4

<220>
<223> 1gG2-434S (& 19)

<400> 51

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15
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[0079]

Ser Thr Ser Glu Ser 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 Asn Phe Gly Thr Gln Thr
635 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 135 140

Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly

145 150 155 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
165 170 175
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[0080]

Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gin Asp Trp
180 185 190

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro Tle Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220

Pro Gin Val Tyr Thr Leu Pro Pro Ser:Arg Glu Glu Met Thr Lys Asa
225 230 235 240

Gln Val Ser Leu Thr-Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
245 250 255

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
260 265 270

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys
290 295 300

Ser Val Met His Glu Ala Leu His Ser His Tyt Thr Gln Lys Ser Leu
305 310 315 320

Ser Leu Ser Pro Gly Lys
325
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[0081]

210> 52
<211> 330
<212> PRT
213>  ATLJPH

220>
<223> 1gGl-CHI1-pl(6)-434S

<400> 32
Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

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 Glu Ser
35 40 45

Gly Val His Thr Phe Pro Ala Vil 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 Glu Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125
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Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val 'Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

[0082]
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[0083]

Leu Tyr Ser Lys Lieu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 53
<211> 330
<212> PRT
<213> A LF5

220>
<223> IgGl-CHI-pl(6)-4281/434S

<400> 33
Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

1 5 10

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 Glu 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 Gin Thr
65 70 75
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[0084]

Tyr Tle Cys Asn Val Asn His Glu Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys Val Glu Pro Lys SerCys-Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Len Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gty Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240
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[0085]

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Len Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cvs Ser Val Leu His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

10> 54
211> 107
<212> PRT
213> ATFE%]

<220>
<223> CK-pI(3) (/& 20)

<400> 54
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30
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Tyr Pro Arg Glu Ala Glu Val GIn Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 35 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 Gin Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 35
211> 330
<212> PRT
213> ANIL#3

220>
<223>  IgGl-pl(6)-1%-Z-DE (& 19)

<400> 55
Ala Glu 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 Len Gly Cys Leu Val Lys Asp Tyt
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Glu Ser
35 40 45

[0086]

137



N 103052649 B F 3 % 86/314 Tl

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 33 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
63 70 75 80

Tyr Tle Cys Asn Val Asn His Lys Pro Ser Asp Thr Lys Val Asp Lys
83 20 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Tle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyvr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

[0087]
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[0088]

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gin Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lie Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Lea Ser Leu Ser Pro Gly Lys
325 330

<210> 56
Q211> 330
<212> PRT
<213> A LJ#5I

<220>
<223>  IgGl-pl(6)-KR ZE-F1E (& 19)
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[0089]

<400> 56

Ala Ser Thr Lys Gly Pro ‘Ser Val Phe Pro Leu Ala Pro Ser Ser Gin
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
30 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
63 70 75 80

Tyr Tle Cys Asn Val Asn His Gln Pro Ser Asn Thr Gln Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160
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[0090]

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
193 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr lie Ser Lys Ala Lys Gly
210 213 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Len Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Tle Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn
260 265 270

Ast Tyr Lys Thr Thr Pro Pro Val Len Asp -Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320
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[0091]

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 57
211> 330
<212> PRT
213> ALF5

<220>
<223> IgGl-pl(6)-KR-%-DE (K 19)

<400> 57
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

1 5 106 15

Ser Thr Ser-Gly Gly Thr Ala Ala Len Gly Cys Lieu 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 Gin 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

Tyr Tle Cys Asn Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110
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[0092]

Pro Ala Pro ‘Glu Leu Leu Gly Gly Pro Ser Val Phe Len Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn-Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 183 190

His Gl Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leun Pro Ala Pro Ile Glu Lys Thr lle Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270
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Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gin Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 313 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 58
211> 107
<212> PRT
213> ALF4)

<220>
<223> CK-N152D SI56E S202E (/& 20)

<400> 38
Arg Thr Val Ala Ala Pro Ser Val Phe Tle 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 Asp Ala Len Gln
35 40 45

Glu Gly Asn Ser Glu Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

[0093]
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[0094]

Thr Tyr Ser Len Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
85 20

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 59
211> 107
<212> PRT
213> ATJFH|

<220>
<223> CK-K126Q K145Q K169Q (& 20)

<400> 39
Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 16

Gln Leu Gln Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala GIn 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 Gln Asp Ser
50 55 60

Thr TyrSer Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75

145
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[0095]

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
33 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 60
211> 107
<212> PRT
213> ANL#3

«220>
<223> CK-KI126E K145E K169E (/& 20)

<400> 60

Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu
1 5 10

Gin Len Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asn Ala Len Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gl Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu. Ser Ser
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[0096]

85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 61
211> 325
<212> PRT
213> ALF¥|

220>
<223>  lgG-pl-Iso2-434S

<400> 61
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu Ser Thir 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 Asn Phe Gly Thr Gln Thr
65 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95
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[0097]

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pre Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 135 140

Val Ser His Giu Asp Pro Glu Val Gin Phe Asn Trp Tyr Val Asp Gly
145 150 155 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Giu Gln Phe Asn
165 170 175

Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
180 185 190

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 203

Ala Pro lle Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
225 230 235 240

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle
245 250 255

Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn Asn Tyr Asn Thr
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[0098]

260 265 270

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys
290 295 300

Ser Val Met His Glu Ala Leu His Ser His Tyr Thr Gin Lys Ser Leu
305 310 313 320

Ser Len Ser Pro Gly
325

<210> 62
<211> 329
<212> PRT
<213> ATLJPHI

<220>
<223> IgG-pl-Iso3-434S (& 28)

<400> 62
Ala Ser Thr Lys Gly Pre Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 13

Ser Thr Ser Glu Ser 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
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[0099]

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
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[0100]

210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Len Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 230 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 313 320

Gln Lys Ser Leun Ser Leu Ser Pro Gly
325

<210> 63
<211> 329
<212> PRT
213> A5

<220>
<223> IgG-pl-Iso3-SL-4348 (/4] 28)

<400> 63

151
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100/314 51

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 3 10 15

Ser Thr Ser Glu Ser 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 Gin Ser Ser Gly Leu Tyr Ser
30 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu

[0101]
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160
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101/314 70

165 170 175

Glu Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 276

Asn Tyt Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

[0102]

153



CN 103052649 B

102/314 0

[0103]

210> 64
211> 329
<212> PRT
<213> ALJ751

20>
<223>  IgG-pl-Iso3-SL-428L/434S (I 28)

<400> o4

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Glu Ser 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 35 60

Len Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr Thr-Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr Thr His Thr Cys Pro Pro Cys
160 105 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
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N 103052649 B F 5 X 103/314 T

[0104]

115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gin Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285
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104/314 70

[0105]

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Leu His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 65

<211> 325
<212> PRT
213> ALFH|

<220>
<223> IgG-pl-Iso2-SL-434S (/4] 28)

<400> 65

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10

Ser Thr Ser Glu Ser 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 Gin Ser Ser Gly Leu Tyr Ser
50 33 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr

156
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[0106]

65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 135 140

Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
145 150 153 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Phe Asn
165 170 175

Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
180 185 190

Len Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro lle Glu Lys Thr Ile Ser Lys Thr Lys Gly Gin Pro Arg Glu
210 215 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
225 230 235 240
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[0107]

Gln Val Ser Lieu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
245 250 255

Ala Val Glu Trp Glu Ser Ser Gly GIn Pro Glu Asn Asn Tyr Asn Thr
260 265 270

Thr Pro Pro Meét Len Asp Ser Asp Gly Ser Phe Phe Len Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys
290 295 300

Ser Val Met His Glu Ala Leu His Ser His Tyr Thr Gln Lys Ser Leu
303 310 315 320

Ser Leu Ser Pro Gly
325

210> 66
<211> 329
<212> PRT
213> A LF4

<220>
<223>  IgG-pl-Iso3-{{ Hifar-434S (/& 28)

<400> 66

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

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

Tyr Ile Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 128 125

Lys Pro Lys Asp Thr Leu Mgt lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

[0108]

159
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[0109]

His Gl Asp Tep Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
223 230 235 240

Met Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 67
<211> 325
<212> PRT
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CN 103052649 B

F 3 % 109/314 5

[0110]

213> ALF5

<220>
<223>  IgG-pl-Iso2-{L Hifir-434S (& 28)

<400> 67
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu 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 Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr Ile Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
83 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 135 140
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[0111]

Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
145 150 155 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
165 170 175

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Tip
180 185 190

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu
210 215 220

Pro Gl Val Tyt The Leu Pro Pro Ser Gin Glu Glu Met Thr Lys Asi
225 230 235 240

Gln Val Ser Lieu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle
245 250 255

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Asn Thr
260 265 270

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn Val Phe Ser Cys
290 295 300
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CN 103052649 B F % X

111/314 70

[0112]

Ser Val Met His Glu Ala Leu His Ser His Tyr Thr Gin Lys Ser Leu

305 310 315
Ser Leu Ser Pro Gly
325
<210> 68
<211> 329
<212> PRT

<213> A4

<220>
<223> IgGl-pl(7)-434S (& 28)

<400> 68
Ala Sér Thr Lys Gly Pro-Ser Val Phe Pro Leu Ala Pro-Ser Ser Glu

1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 235 30

Phe Pro Glu Pro Val Thr'Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 490 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
30 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Len Gly Thr Gln Thr
63 70 75

Tyr Ile Cys Asn Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90 95
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[0113]

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp
143 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 2035

Lys Ala Leu Pro Ala Pro Ile-Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Glu Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255
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CN 103052649 B F % X

113/314 11

[0114]

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Glu Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Len Ser Pro Gly
325

<210> 69
<211> 328
<212> PRT
<213> A LJE5I

220>
<203>  IgGl/2_pl(7)-434S (& 28)

<400> 69
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

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
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Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 33 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
63 70 75 80

Tyr Tle Cys Asn Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
115 120 125

Pro Lys Asp Thr Leu Met Tle Ser Arg Thr Pro Glu Val Thr Cys Val
130 135 140

Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp Tyr
145 150 155 160

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
165 170 175

Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His
180 185 190

GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
195 200 205

[0115]
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[0116]

Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln
210 215 220

Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser-Glu Glu Glu Met
225 230 235 240

Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
245 250 255

Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
260 265 270

Tyr Glu Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu
275 280 285

Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val
290 295 300

Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr Gln
305 310 315 320

Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 70
Q211> 329
<212> PRT
<213> A LJ#5I

<220>
<223> IgG-pl-Iso3-222K
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[0117]

<400> 70

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Glu Ser 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
30 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp
145 150 155 160
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[0118]

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu GiIn Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 183 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
193 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr lie Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320
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CN 103052649 B

F 3 %

118/314 7

[0119]

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

210> 71
211> 329
<212> PRT
213> ALF5

<220>
<223> IgG-pl-Iso3-274K

<400> 71
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 106 15

Ser Thr Ser-Glu Ser Thr Ala Ala Len 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 Gin Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr Thr His Thr Cys Pro Pro Cys
100 105 110
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[0120]

Pro Ala Pro ‘Glu Leu Leu Gly Gly Pro Ser Val Phe Len Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn-Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 183 190

His Gl Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr lle Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gin Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270
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Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 313 320

GIn Lys Ser Len Ser Leu Ser Pro Gly
325

<210> 72
211> 329
<212> PRT
213> ALF4)

<220>
<223>  IgG-pl-Is03-296Y

<400> 72
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu Ser 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

[0121]
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[0122]

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His.Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pre Lys Ser Cys Asp Thr Thr His Thr Cys Pro Pro Cys
100 103 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 1835 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220
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CN 103052649 B F % X

122/314 0

[0123]

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr

245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 73
211> 329
<212> PRT
213> A TFFE%|

<220>
<223>  IgG-pl-Is03-300Y

<400> 73

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

174
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123/314 B

[0124]

Ser Thr Ser Glu Ser 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 Gl Ser Ser Gly Leu Tyr Ser
50 53 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
635 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys SerCys Asp Thr Thr His Thi-Cys Pro Pro Cys
100 103 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp

145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn-Ala Lys Thr Lys Pro Arg Glu
165 170 175
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[0125]

Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 263 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 2835

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

210> 74
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125/314 B

[0126]

Q11> 329
<212> PRT
<213> NP3

<220>
<223>  IgG-pl-1so3-309L

<400> 74
Ada Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser 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 Vil Leu Gln Ser Ser Gly Leu Tyr Ser
30 55 60

Len Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125
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[0127]

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Tle Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn
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127/314 11

[0128]

290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Len His Asn His Tyr Thr
303 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 75

<211> 329
<212> PRT
213> ALP4

<220>
<223> IgG-pl-s03-339A

<400> 75
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser 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 Leun Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
63 70 75
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Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lie Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 153 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu GlIn Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr

[0129]

180
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129/314 1

[0130]

245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 263 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Len Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 76

<211> 329
<212> PRT
213> ALF4|

<220
<223>  IgG-pl-1s03-355Q

<400> 76
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Len Val Lys Asp Tyr
20 25 30
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130/314 51

[0131]

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 Gin Ser Ser Gly Len Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys-Asp Thr Thr His Thr-Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Leu Len Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lic Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp

145 150 155 160

Tyr Val Asp -Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
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[0132]

195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Len Thr Cys Len Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp.Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 276

Agn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Len His Asn His Tyt Thi
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210=> 77

<211> 329
<212> PRT
<«213> ALFH

<220>
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F 3 % 132/314 5

[0133]

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
i 5 10 15

Ser Thr Ser Glu Ser 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

Leui Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Tht Val Glu Pro Lys Ser:Cys Asp The 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val-Gln Phe Asn Trp
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133/314 51

[0134]

145 150 155 160

Tyr Val Asp-Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GlIn Asp Trp Leu Asa Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr.Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro-Gln Val Tyr Thr Leun Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Len Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyt Thr
305 310 315 320
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CN 103052649 B

F 3 %

134/314 0

[0135]

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 78
211> 329
<212> PRT
213> A LJp4

<220>
<223> IgG-pl-Iso3-392K

<400> 78

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 3 10 15

Ser Thr Ser Glu Ser 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 Asn Phe Gly Thr Gln Thr
65 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
83 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr Thr His Thr Cys Pro Pro Cys
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[0136]

100 105 110

Pro.Ala Pro Glu Len Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GlIn Asp Trp Len Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 203

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gl Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270
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Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leun Ser Leu Ser Pro Gly
325

<210> 79
211> 329
<212> PRT
<2213> A TJFH)

<220>
<223>  IgGpl-Iso3-397V

<400> 79
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu Ser 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

[0137]
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[0138]

50 55 60

Leu'Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
835 20 93

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Tip
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Atg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro [le Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220
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138/314 11

[0139]

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Giu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leun Ser Leu Ser Pro Gly
325

210> 80
211> 329
<212> PRT
213> ATLFF4

<220>
<223>  IgG-pl-Iso3-419Q

<400> 80

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
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[0140]

1 5 10 15

Ser Thr Ser Glu Ser 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 Gin Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser CysAsp Thr Thr His Thr Cys Pro Pro Cys
1060 105 110

Pro Ala Pro Glu Leu Len Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175
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[0141]

Glu Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 230 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 2653 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyt Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leun Ser Leu Ser Pro Gly
325
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141/314 0

[0142]

<210> 81
211> 329
<212> PRT
213> ATLFH|

20>
<223>  1gG-pl-Iso3-296Y/300Y

<400> 81
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser Thr Ala Ala Len 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 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
63 70 75

Tyr Thr-Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125
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Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gty Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Tle Ser Lys Thr Lys Gly
210 215 220

GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 2335 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 283

[0143]
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143/314 11

[0144]

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 82
<211> 329
<212> PRT
<213> ALFF|

<220>
<223>  IgG-pl-Iso3-384N/392K/397V

<400> 82
Ala Ser Thr Lys ‘Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser 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 Leun Gln Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr GIn Thr
63 70 75

195

15

80
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Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val:Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gty Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Tle Ser Lys Thr Lys Gly
210 215 220

GlIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

[0145]
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145/314 1

[0146]

Met Thr Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp GluSer Asn Gly Gln Pro-Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gl Lys Ser Leu Ser Len Ser Pro Gly
325

<210> 83

<211> 329
<212> PRT
213> ALFH|

<220>
223> IgG-pl-Iso3-137G

<400> 83
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Gly Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
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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 Asn Phe Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

[0147]

198
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[0148]

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln 'Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Plie Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 84

<211> 329
<212> PRT
213> A%

2
—
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148/314 11

[0149]

<220>
<223> 1gG-pl-Is03-138G

<400> 84
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu 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 Len 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 Asn Phe Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
83 20 95

Thr Val Glu Pro Lys Ser Cys Asp Thr Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Len Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

200
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[0150]

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Glin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

201
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150/314 B

[0151]

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 85
<211> 329
<212> PRT
213> ALFF

<220>
<223>  IgG-pl-Iso3-192S

<400> 85
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 3 10 15

Ser Thr Ser Glu Ser 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 Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Phe Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
835 90 95

202
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[0152]

Thr Val Glu Pro Lys Ser Cys Asp Thr Thr His Thr Cys Pro Pro Cys
100 105 119

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Len Thr Val Val
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Glun Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln 'Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255
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[0153]

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Giu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 86
<211> 329
<212> PRT
213> ALF5I

<220>
<223> IgG-pl-Iso3-193L

<400> 86
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 3 10 15

Ser Thr Ser Glu Ser 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

204
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153/314 B

[0154]

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Leu Gly Thr Gin Thr
63 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
835 90

Thr Val Giu Pro Lys Ser Cys-Asp Thr 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
115 120 125

Lys Pro Lys - Asp Thr Leu Met Tle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp
143 150 155

Tyvr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gin Asp Trp Len Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

205

80
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[0155]

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pre Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 87
211> 329
<212> PRT
213> A TLP5

<220>
<223>  IgG-pl-Iso3-1991

<400> 87

206
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[0156]

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Glu Ser 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 Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
63 70 75 80

Tyr Tle Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
83 90 95

Thr Val Glu Pro Lys SerCys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Agp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

207
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156/314 B

[0157]

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Tie Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle: Ala Val Glu Trp Glu Ser Ser Gly GIn Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Meét Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly

208



CN 103052649 B

157/314 51

[0158]

325

<210> 88
211> 329
<212> PRT
213> ALFH|

<220>
223> IgG-pl-Iso3-203N

<400> 88
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val ThrVal Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75 80

Tyr Thr Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr Thr His Thr Cys Pro Pro Cys
160 105 110

209



N 103052649 B F 5 X 158/314 T

[0159]

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
1953 200 205

Lys Ala Leu Pro Ala Pro lle Glu Lys Thr [le Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Glo Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle: Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe

210



CN 103052649 B F % X

159/314 1

[0160]

275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser-Arg Trp -Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gln Lys Ser Len Ser Leu Ser Pro Gly
325

<210> 89
211> 329
<212> PRT
<213> ALF4)|

<220>
<223>  IgG-pl-lso3-214K

<400> 89
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser 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 Leun Tyr Ser
50 55 60

211

320



N 103052649 B F 5 X 160/314 T

[0161]

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys.Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Len Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gla Glu Glu

212



CN 103052649 B F % X

161/314 0

[0162]

225 230 235

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phie Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 90
<211> 329
<212> PRT
213> ATLJFF

<220>
<223> IgG-pl-Iso3-137G/138G

<400> 90

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10

213

240

320
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162/314 L

[0163]

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 Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro.Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp

145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 176 175

(Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val

214
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[0164]

180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 91
<211> 329

215



CN 103052649 B

164/314 7L

[0165]

<212> PRT
Q13> ANLPH]

<220>
<223> 1gG-pl-Iso3-1991/203N

<400> 91
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser 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 Len Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leun Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75

Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys

216

15

80

95
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[0166]

130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val -Gln Phe Asn Trp
143 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
193 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn GlIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Glu Gly Asn
290 295 300

217
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166/314 51

[0167]

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 313 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 92
<211> 329
<212> PRT
<213> A LJE5

<220>
<223>  1gGpl-lso3-214K/222K

<400> 92

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Len Ala Pro Ser Ser Lys
1 3 10 15

Ser Thr Ser Glu Ser 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 Gl Ser Ser Gly Leu Tyr Ser
30 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys

218
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[0168]

85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Mgt Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

219
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Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 2935 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Len Ser Pro Gly
325

<210> 93
<211> 329
<212> PRT
213> ALFH

<220>
<223> IgG-pl-Iso3-138GF1928/193L

<400> 93
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu 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

[0169]

220



CN 103052649 B F % X

169/314 51

[0170]

35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leun Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp

145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu GIn Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

221



N 103052649 B F 5 X 170/314 T

[0171]

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 3135 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 94
<211> 329
<212> PRT
<213> ATJ#4

<220>
<223> Ig(G-Pi-is03-137G/138G/1928/193L

222
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[0172]

<400> 94

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 3 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 Len 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 Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr Thr His ThrCys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Leun Leu Gly Gly Pre Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met lie Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

223
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[0173]

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Len Thr Val Val
180 183 190

His Gl Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
243 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

224
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F 3 %

173/314 51

[0174]

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 95
211> 327
<212> PRT
<213> A L5

20>
<223> HOLO IgG2 CH1 IgGl CH2 CH3

<400> 95
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg

1 5 10 15

Ser Thr Ser Glu Ser 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 Asn Phe Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
25 90 95

Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

225



N 103052649 B F 5 X 174/314 T

[0175]

Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met Tle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
163 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 190

Trp Leu Asn Gly Lys Gha Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
195 200 205

Pro Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg
210 215 220

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
225 230 235 240

Asn Gln Val Ser Len Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

[le Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
260 265 270

226
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175/314 B

[0176]

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
305 310 315

Leu Ser Leu Ser Pro Gly Lys
325

210> 96
211> 329
<212> PRT
<213> ATFA

<220>
<223> HC IgG-pl-Iso3-SL428L/4348

<400> 96
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Set Thr Ser Glu Ser 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

227

15

320
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[0177]

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys SerCys Asp Thr Thr His ThrCys Pro Pro Cys
100 103 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gl Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr lle Ser Lys Thr Lys Gly
210 215 220

228
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177/314 5

[0178]

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leun Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Leu His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leun Ser Leu Ser Pro Gly
325

210> 97
211> 329
<212> PRT
213> ATLFF4

<220>
<223> IgG-pl-Iso3-SL-434S

<400> 97

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

229
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178/314 B

[0179]

Ser Thr Ser Glu Ser 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
635 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys SerCys Asp Thr Thr His Thi-Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

230
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179/314 51

Glu Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro lle Glu Lys Thr Tle Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gin Giu Glu
225 230 235

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gln Lys Ser Len Ser Leu Ser Pro Gly
325

[0180]

231

240

320



CN 103052649 B

F 3 % 180/314 T

[0181]

<210> 98
<211> 329
<212> PRT
213>  ATLJPH

<220>
<223> HC IgG-pl-Iso3-434S

<400> 98
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Ser Thr Ser Glu Ser 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 Vil Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

232
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Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val 'Val Val Asp Val Ser His Glu Asp Pro Glu Val-Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Tle Ser Lys Thr Lys Gly
210 215 220

GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr-Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

[0182]

233
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182/314 1

[0183]

Leu Tyr Ser Lys Lieu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 99
211> 325
<212> PRT
<213> A LF5

220>
<223> HC IgG-pl-Iso2-SL434S

<400> 99
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser 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 Gin Thr
65 70 75

234

15

320

80
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183/314 1l

[0184]

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met e Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 135 140

Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
145 150 155

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn

165 170 175

Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
180 185 190

Lieu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
225 230 235

235

160
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184/314 0

[0185]

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
245 250 255

Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn Asn Tyr Asn Thr
260 265 270

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe SerCys
290 295 300

Ser Val Met His Glu Ala Leu His Ser His Tyr Thr Gln Lys Ser Leu
305 310 315 320

Ser Leu Ser Pro Gly
323

210> 100
<211> 330
<212> PRT
213> AL/F4)]

<220>
<223> HC IgG-pl-CH1-v4

<400> 100
Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
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185/314 B

[0186]

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Glu Ser
33 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
63 70 75

Tyr Tle Cys Asa Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170

Glu Glo Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu

180 185 190

237
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[0187]

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Tle Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Len Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pre Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
273 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

210> 101
211> 330
<212> PRT
213> ATLFH
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[0188]

220>
223> HC IgG-pl-CH1-425

<400> 101
Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

Set 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 Glu 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 Ille Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140
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[0189]

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 2035

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

240
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189/314 Bl

[0190]

305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
32 330

<210> 102
<211> 330
<212> PRT
<213> ANLJPHI

220>
<223> HC IgG-pl-CH1-v42

<400> 102
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 Glu 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 Asp Thr Glu Val Asp Lys
83 90 95
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[0191]

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 183 190

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 203

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn

242
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260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 313 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 103
<211> 330
<212> PRT
<213> ATLJPHI

<220>
<223> HC IgG-pI-CHI-v16

<400> 103
Ala Ser Thr Lys Gly Pre Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 13

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

[0192]

243
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[0193]

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu-Ser Ser Val Val Thr Val Pro Ser‘Ser Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
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193/314 51

[0194]

210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Len Pro Pro Ser Arg Glu-Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly ‘Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 230 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gl Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 313 320

Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 104
<211> 329
<212> PRT
213> A5

<220>
<223> HC 348 CK8

<400> 104

245
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194/314 0

Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu
1 3 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 Glu Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser
30 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75

Tyr Tle Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu

[0195]

246

80

160
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195/314 51

165 170 175

Glu Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 276

Asn Tyt Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

[0196]

247
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196/314 51

[0197]

<210> 105
211> 329
<212> PRT
<213> ALJ751

220>
<223> HC 434S5-CK28

<400> 105

Ala Glu 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 Glu Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 35 60

Len Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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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[0198]

115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gin Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285
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198/314 B

[0199]

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 106
<211> 329
<212> PRT
213> ALFH|

<220>
<223> HC 4345-CK23

<400> 106

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10

Ser Thr Ser Gly Gly Thr Ala Ala Len 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 Gin Ser Ser Gly Leu Tyr Ser
50 33 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr

250

15
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199/314 51

[0200]

65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp

145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu GlIn Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu

225 230 235 240
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200/314

[0201]

Met Thr Lys Asn Gln 'Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gl Lys Ser Leu Ser Len Ser Pro Gly
325

<210> 107
<211> 329
<212> PRT
213> A LF4

<220>
<223> HC 4345-CK12

<400> 107

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

252
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20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Glu 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 Gin Thr
65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 128 125

Lys Pro Lys Asp Thr Leu Mgt lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

[0202]

253
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[0203]

His Gl Asp Tep Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
223 230 235 240

Met Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 263 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Plie Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 108
<211> 329
<212> PRT

254
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[0204]

213> ALF5

<220>
<223> HC 434S-CK8

<400> 108
Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

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 Glu Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
83 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr -Cys
130 135 140
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[0205]

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

256
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205/314 T

[0206]

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 109
<211> 329
<212> PRT
<213> AN LJF%|

<220>
<223> HC 25 N434S CK28

<400> 109
Ala Glu 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
20 235 30

Phe Pro Glu Pro Val Thr'Val Ser Trp Asn Ser Gly Ala Leu-Glu Ser
35 490 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
30 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Len Gly Thr Gln Thr
63 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
835 90 95
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[0207]

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp
143 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 2035

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

258
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207/314 ¢

[0208]

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Giu Asn
260 265 270

Asn Tyr-Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyt Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 2935 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Len Ser Pro Gly
325

<210> 110
<211> 329
<212> PRT
<213> A LJE5I

<220>
<223> HC 16 N4348 CK23

<400> 110
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
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Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 33 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
63 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
835 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Tle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp
145 150 155 160

Tyvr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

[0209]

260
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[0210]

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gin Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gin Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lie Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Giu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 111
Q211> 329
<212> PRT
<213> A LJ#5I

<220>
<223> HC 42 N4345 CK12

261
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[0211]

<400> 111

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 Glu Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
30 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
63 70 75 80

Tyr Tle Cys Asn Val Asn His Lys Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp
145 150 155 160

262
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[0212]

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
193 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr lie Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320
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212/314 11

[0213]

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 112
211> 107
<212> PRT
Q13> A

<400> 112
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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
30 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 113
211> 107

264

80

95



CN 103052649 B

213/314 ¢

[0214]

<212> PRT
Q13> ANLPH]

<220>
<223> LC IgG2-LC

<400> 113
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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 Tip Lys Val Asp Asn Ala Len Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gin 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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 114
211> 107
<212> PRT
213> BFA
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214/314 1

[0215]

<400> 114

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Len Asn Asn Phe

20 25 30

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gin
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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His ‘Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 115
<211> 107
<212> PRT
Q13> A

<400> 115

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 3 10
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215/314

[0216]

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 GIn Trp Lys Val Asp Asn Ala Lea Gln
35 40 45

Ser Gly Asn Ser Gin 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 Gin Gly Leu. Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 116
<211> 107
<212> PRT
213> FA

<400> 116
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Len 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
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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
&5 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 117
211> 107
<212> PRT
213> ALF¥|

<220>
223> LC Ck-pl(6)

<400> 117
Arg Thr Val Ala Ala Pro Ser Val Phe Iie Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr'Pro Arg Glu Ala Glu Val GIn Trp Lys Val Asp AspAla Leu Gln.
35 40 45

Glu Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser

[0217]
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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 Gin Gly Leu Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 118
211> 107
<212> PRT
213> ALFH|

<220>
223> LC Ckpl(6)

<400> 118
Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val GIn Trp Lys Val Asp Asp Ala Len Gln
35 40 45

Glu Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

[0218]
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F 3 %

218/314 ¢

[0219]

Thr Tyr Ser Leu Ser Ser Thr Len 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 Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 119
Q11> 107
<212> PRT
213> AN TLFH)|

220>
223> LC Ck-pl(6)

<400> 119
Arg Tht Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Glu Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75 80
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[0220]

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Gl Ser
35 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 120
<«11> 107
<212> PRT
<213> ANL#3

<220
<223> LC Ckpl(3)

<400> 120
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Gln Len Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg-Glu Ala Glu Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gl Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Len Ser Set Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 20
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220/314

[0221]

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 121
<211» 111
<21Z» PRT
<213> A LFH

<220>
<223> LC Ck-pl(6-DEDE)

<400> 121

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 3 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gin Trp Lys Val Asp Asp Ala Len Gln.
35 40 45

Glu Gly Asn Ser Gin Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
83 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys Asp Glu Asp Glu
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[0222]

100 105 110

<«210> 122
211> 107
<212> PRT
213> ALFH|

<220>
223> LCCk-l(3)

<400> 122
Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu 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 Glu 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 Gin Gly Leu Ser Ser
85 90 95

Pro- Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

273



CN 103052649 B

F 3 % 222/314 T

[0223]

<210> 123
211> 107
<212> PRT
213>  ATLJPH

<220>
<223> LC Ck-pl(6)

<400> 123
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Len Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gin Trp Lys Val Asp Asp Ala Leu Gin
35 40 45

Glu Gly Asn Ser Gl Glu Ser Val Thr Glu Gin Asp Ser Glu 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 Gin Gly Leu Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 124
<211 111
<212> PRT
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[0224]

213> ALF5

220>
223> LC Ck-pl(6-DEDE)

<400> 124
Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Gl Ala Glu Val Gln Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Glu Gly Asn Ser Gln Glu Ser Val Thr Glu Gin Asp Ser Glu Asp Ser
50 35 60

Thr Tyr Ser Len Ser Ser Thr Leu Thr Len Ser Lys Ala Asp Tyr Glu
65 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys Asp Glu Asp Glu
100 105 110

<210> 125
211> 107
<212> PRT
213> #HA

<400> 125
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[0225]

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 GIn Asp Ser Lys Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

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= 126

211> 107

<212> PRT

<213> 9,%3 A

<400> 126

Arg Thr Val Ala Ala Pro Ser Val Phe lle 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
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225/314 T

[0226]

20 25 30

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gin
33 40 45

Ser Gly Asn Ser Gl 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
160 105

<210> 127
<211> 107
<212> PRT
213> A

<400> 127
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 Gin Trp Lys Val Asp Asn Ala Leu Gin
35 40 45
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[0227]

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 Tvr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 128
211> 107
<212> PRT
213> A L4

<220>
<223> LC Ckpl(3)

<400> 128

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 3 10

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

20 25 30

Tyr Pro Arg Glu Ala Glu Val GIn Trp Lys Val Asp Asn Ala Len Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser'Val Thr Glu Gln Asp Ser Glu Asp Ser
50 35 60
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[0228]

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 20 95

Pro Val Thr Lys Ser Phie Asn Arg Gly Glu Cys
100 105

<210> 129
211> 107
<212> PRT
213> AL

220>
<223> LC Ckpl(6)

<400> 129

Arg Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro Pro Ser Asp Glu
1 3 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Glu Gly Asn Ser Gla Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
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65 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<2105 130
11> 111
<212> PRT
213> ATL/F¥

<220>
<223> LC Ck-pl(6-DEDE)

<400> 130
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Glu -Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu 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

[0229]
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[0230]

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Glu Ser
835 90 95

Pro'Val Thr Lys Ser Phe Asn Arg Gly Glu Cys Asp Glu Asp Glu
100 105 110

<210> 131
<211> 107
<212» PRT
213> A

<400> 131
Arg ThrVal 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 Gin Trp Lys Val Asp Asn Ala Len 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
63 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105
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230/314 1

[0231]

210> 132
211> 107
<212> PRT
<213> ALJ751

20>
223> LC Ckpl(3)

<400> 132

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

Gin Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu.Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu 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 Glu Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tvr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 133
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[0232]

Q11> 107
<212> PRT
<213> NP3

<220>
223> LC Ck-pl(6)

<400> 133
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gin Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gin Trp Lys Val Asp Asp Ala Leu Gin
35 40 45

Glu Gly Asn Ser Gl Glu Ser Val Thr Glu Gin Asp Ser Glu Asp Ser
30 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 Gin Gly Leu Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 134
211> 111
<212> PRT
213> A LFH
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232/314 T

[0233]

220>
<223> LC Ck-pl(6-DEDE)

<400> 134
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Glu Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser-Glu Asp Ser
30 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His ‘Gln Gly Leu Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys Asp Glu Asp Glu
100 105 110

<210> 135
<211> 107
<212> PRT
213> AT )P4

223> LC Ck-pl(4)
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[0234]

<400> 135
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val GIn Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Len Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Glu Ser Phe Asn Arg Gly Glu.Cys
100 105

<210> 136
<211> 107
<212> PRT
<213> AL/

<223> LC Ckpl(4)

<400> 136
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[0235]

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asn Ala Leu Gin
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gin Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Glu Ser Phe Asn Arg Gly Glu Cys
160 105

210> 137
211> 107
<212> PRT
213> ATJP3I

<220>
<223» LC Ck-pl(4)

<400> 137

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10
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[0236]

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asn Ala Leu Gln
33 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu 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 20 95

Pro Val Thr Glu Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 138
211> 107
<212> PRT
213> AL/F%

<220>
<223> LCNI152D S156E S202E

<400> 138
Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

1 5 16 15

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

287



N 103052649 B F 5 X 236/314 T

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asp Ala Leu Gln
35 40 45

Glu 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 Glu Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 139
211> 107
<212> PRT
<213> A LPH|

<220>
<223> LCKI126Q K145Q K169Q

<400> 139
Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Len Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Gln Val Gln Trp Lys Val Asp Asn Ala Leu Gin

[0237]

288



CN 103052649 B

F 3 % 237/314 T

[0238]

35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Gln Asp Ser
50 35 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> 140
211> 107
<212> PRT
13> AL

<220>
<223> LC KI26E K145E K169E

<400> 140
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45
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238/314

[0239]

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu GIn Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Len Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
83 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 141
211> 107
<212> PRT
<213> HA

<400> 141

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

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 Gla Trp Lys Val Asp Asn Ala Leu Gin
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
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[0240]

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
33 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

10> 142
211> 107
<212> PRT
213> BA

<400> 142
Arg Thr Val Ala Ala Pro Ser Val Phe Iie Phe Pro Pro Ser Asp Glu

1 5 10

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 Gin
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90
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[0241]

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 143
211> 107
<212> PRT
Q13> A

<400> 143
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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
30 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 144
211> 107
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[0242]

<212> PRT
Q13> A

<400> 144
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 GIn Trp Lys Val Asp Asn Ala Leu Gin
33 40 45

Ser Gly Asn Ser Gl 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> 145
211> 107
<212> PRT
213> ALJPH

<220>
<223> LC Ckpl(4)

293
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[0243]

<400> 145
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Glu Val Gin Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Glu Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His ‘Gln Gly Leu Ser Ser
85 90

Pro Val Thr Glu Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 146
211> 107
<212> PRT
213> AL#F]

Q20>
<223> ALfa$rHE

<400> 146

Arg Thr'Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
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[0244]

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 GIn 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
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 147
<211> 107
<212> PRT
Q13> BA

<400> 147

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

1 3 10 15

GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

295
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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 Gl Asp Ser Lys Asp Ser
50 35 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 Gin Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 148
211> 107
<212> PRT
213> ANILfP4|

20>
<223> LC Ck-Iso(3)

<400> 148
Gln Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Gln 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

[0245]
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[0246]

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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Glu Gly Leu Ser Ser
33 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 149
211> 107
<212> PRT
213> ALF¥|

<220>
<223> LC Ck-Iso)

<400> 149

Gln Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pre Ser Asp Glu
1 5 10

Gln Leu Gln Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr'Pro Arg Glu Ala Thr 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
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[0247]

50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Glu Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 150
211> 107
<212> PRT
213> ALFH|

<220>
223> LC Ck-Tso(5)

<400> 150
Gln Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Glu Leu Gln Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Thr 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
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[0248]

Thr Tyr Ser Leu Ser Ser Thr Len Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His ‘Glu Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 151
Q11> 107
<212> PRT
213> AN TLFH)|

20>
23> LC Ck-Iso(6)

<400> 151
Gln Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

1 5 10

Glu Leu Gln Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asp Phe
20 25 30

Tyr Pro Arg Glu Ala Thr Val Gln Trp Lys Val Asp Asn Ala Leu Gin
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
63 70 75
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[0249]

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Glu Gly Leu Ser Ser
35 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 152

211> 107

212> PRT

213> BA

<400> 152

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 3 10

Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Len Asn Asn Plie
20 25 30

TyrPro 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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
83 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
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[0250]

<210>
<211>
<212>
213>

<220>
<223>

<Q20>
<221>
<222>
<223>

<400>

100 105

PRT
ANTFH

AHN

misc._feature
{1)..(10)
Xaa A LA AL RN AR RL

153

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<QL2A3>

<400>

5 10

154
10

PRT
AR5

A4

misc_feature
(1)..(10)
Xaa ] LA RARAFEER R AR

154

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

5 10
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[0251]

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

PRT
ANILFF

A

misc, feature
@O)..(10)
Xaa ] LLRARfT KRR AR

155

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

3 10

156
10

PRT
A3

E S|

mis¢: feature
(1)..(10) v
Xaa ] LA R ERI AR

156

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

5 10
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[0252]

<210> 157
211> 329
<212> PRT
213> ATLFH|

<220>
«223>  lgG-pl-Iso3

<400> 157
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10

Ser Thr Ser Glu Ser Thr Ala Ala Len 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 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
63 70 75

Tyr Thr-Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125
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Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160

Tyr Val Asp Gty Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Tle Ser Lys Thr Lys Gly
210 215 220

GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 2335 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 283

[0253]
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[0254]

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 158
<211> 329
<212> PRT
<213> ALFF|

<220>
223> IgGl-pl?)

<400> 158
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

1 5 10

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 Leun Gln Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr GIn Thr
63 70 75

305
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80
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Tyr Ile Cys Asa Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp
145 150 155 160

Tyr Val Asp Gty Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

GlIn Pro Arg Glu Pro GlIn Val Tyr Thr Leu Pro Pro Ser Glu Glu Glu
225 230 235 240

[0255]

306
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[0256]

Met Thr Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp GluSer Asn Gly Gln Pro-Glu Asn
260 265 270

Asn Tyr Glu Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315

Gl Lys Ser Leu Ser Len Ser Pro Gly
325

210> 159
<211> 329
<212> PRT
213> ALFH|

<220>
223> IgGlpl(11)

<400> 159
Ala Ser Thr Lys ‘Gly Pro Ser Val Phe Pro Len Ala Pro Ser Ser Glu

1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

307
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[0257]

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 Gin Thr
63 70 75

Tyr Tie Cys Asn Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp
145 150 155

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170

Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu

180 185 190
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[0258]

His Gln Asp Trp Leu Asn Gly Lys Glu Tyvr Glu Cys Glu Val Ser Asn
195 200 205

Glu Ala Leu Pro Ala Pro Tle Glu Glu Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Glu Glu Glu
225 230 235 240

Met Thr Lys Asn Gln 'Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn
260 265 270

Asn Tyr Glu Thr Thr Pro Pro Val Len Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gln Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 160
<211> 328
<212> PRT
213> ATIFe.

2
—
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[0259]

<220>
<223> 1gG12-pl(7)

<400> 160
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu

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 Len 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
63 70 75 80

Tyrlle Cys Asn Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
115 120 125

Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
130 133 140

310
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Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp Tyr
145 150 155 160

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
165 170 175

Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His
180 185 190

Gln Asp Trp Len Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
195 200 205

Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln
210 215 220

Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Glu Glu Glu Met
225 230 235 240

Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
245 250 255

Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
260 265 270

Tyr Glu Thr Thr Pro Pro Met Leun Asp Ser Asp Gly Ser Phe Phe Leu
275 280 285

Tyr Ser Lys Lieu Thr Val Asp Lys Ser Arg Trp Gln Glo Gly Asn Val
290 295 300

[0260]

311
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Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
305 310 315 320

Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 161
<211> 330
<212> PRT
213> ALFF

<220>
<223> HOLO IgG2 CHI1 IgGl #%% CH2 CH3

<400> 161
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Arg

1 3 10 15

Ser Thr Ser Glu Ser 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 Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
835 90 95

[0261]

312
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[0262]

Thr Val Glu Arg 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile-Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln 'Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

313
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[0263]

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Giu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

210> 162
<211> 329
<212> PRT
213> ALF5I

<220>
<223> HOLO_pl iso3_S138G/N192S/F193L_N434S

<400> 162
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 3 10 15

Ser Thr Ser Glu 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

314
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[0264]

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr GIn Thr
63 70 75

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
835 90

Thr Val Giu Pro Lys Ser Cys-Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Tle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp
143 150 155

Tyvr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His Gin Asp Trp Len Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

315
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[0265]

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pre Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Ser Gly Gin Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

210> 163
211> 329
<212> PRT
213> A TLP5

<220>
<223> HOLO pl iso3 E137G/S138G/N192S/F193L. N434S

<400> 163

316
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[0266]

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 Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Len Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
63 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
83 20 95

Thr Val Glu Pro Lys SerCys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Agp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155 160
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[0267]

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val
180 185 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Tie Ser Lys Thr Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle: Ala Val Glu Trp Glu Ser Ser Gly GIn Pro Glu Asn
260 265 270

Asn Tyr Asn Thr Thr Pro Pro Meét Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly

318
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[0268]

325

210> 164
211> 327
<212> PRT
213> ALFH|

<220>
223> HOLO IgG2 CHI1 IgGl CH2 CH3 N4348

<400> 164
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg

1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val ThrVal Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

319
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[0269]

Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
195 200 205

Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
210 213 220

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
225 230 235 240

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser

320
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[0270]

275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gin Gly Asn Val Phe Ser
290 293 300

Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr Gln Lys Ser
305 310 315

Leu Ser Leu Ser Pro Gly Lys
325

<210> 165
211> 330
<212> PRT
<213> ALF4)|

<220>
<223> HOLO IgG2 CHI IgGl %% CH2 CH3 N434S

<400> 165
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Arg

1 5 10

Ser Thr Ser Glu Ser 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
33 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leun Tyr Ser
50 55 60

321

320
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[0271]

Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Arg 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
115 120 125

Lys Pro Lys Asp Thr Len Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His GlIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu

322
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225 230 235

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 166
<211> 7328
<212> PRT

<213> ALF%)

<220>
<223> 1gGl/2_pl(7)-434S

<400> 166

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu
1 5 10

323

240

320
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[0273]

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 Gin Ser Ser Gly Leu Tyr Ser
50 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
63 70 75

Tyr Ile Cys Asn Val Asn His Glu Pro Ser Asn Thr Glu Val Asp Lys
85 90

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 103 110

Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
115 120 125

Pro.Lys Asp Tht Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val
130 135 140

Val Val Asp Val Ser His Glu Asp Pro Glu Val Glu Phe Asn Trp Tyr
145 150 155

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
165 170

(Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His

324

95

175

80

160
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180 185 190

Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser-Asn Lys
195 200 205

Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln
210 215 220

Pro-Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Glu Glu Glu Met
225 230 235 240

Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
245 250 255

Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Gl Asn Asn
260 265 270

Tyr Glu Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu
275 280 285

Tyr Ser Lys Len Thr Val Asp Lys Ser Arg Tip Gln-Gln Gly Asu Val
290 295 300

Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr Gln
305 310 315 320

Lys Ser Leu Ser Leu Ser Pro Gly
325

<210> 167
<211> 325

325



CN 103052649 B

F 3 % 274/314 T

[0275]

<212> PRT
Q13> ANLPH]

<220>
<223> HOLO pl isol/2 f¥Hifir

<400> 167

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 3 10 15

Ser Thr Ser Glu 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 Len Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leun Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr lle Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

ProVal Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
115 120 125

Thr Leu Met Ile Ser Arg Thr Pro Giu Val Thr Cys Val Val Val Asp

326
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130 135 140

Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
145 150 155 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Phe Asn
1635 170 175

Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gin Asp Trp
180 185 190

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
225 230 235 240

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyt Pro Ser Asp Ile
245 250 255

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Asn Thr
260 265 270

Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285

Leu Thr Val Asp Lys Ser Arg Ttp Gln Glu Gly Asn Val Phe Ser Cys
290 295 300

327
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Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu

305

310 315

Ser Leu Ser Pro Gly

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221=
<222>
<223>

<400>

325

168

10

PRT
ANTFH

FH

misc_feature
13..(10)
Xaa W] DAL TR FE I B

168

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>

<223>

<220>
221>

5 10

169
10

PRT
ATFr51

A

mise_feature

328

320
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222> (1)..(10)
<223>  Kaa W] LRAEf] RARTEAE IR AL

<400> 169
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

1 5 10

<210> 170
211> 107
<212> PRT
213> A LJP4)|

<220>
<023> ATfa45%E

<400> 170
Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10

GIn 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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

329

15

95

80
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[0279]

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 171
<211» 107
<21Z» PRT
<213> A LFH

<220>
<223> AEf§eEE

<400> 171

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 3 10

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Len Asn Asn Plie
20 25 30

TyrPro 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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
83 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

330

15

80
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100 105

10> 172
211> 107
<212> PRT
213> ALFH|

<220>
Q23> ATk

<400> 172
Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Len 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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro- Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

331

15

80
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210> 173
211> 107
<212> PRT
213>  ATLJPH

<220>
<223> AE{TE2EE

<400> 173
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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 GIn 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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 174
<211> 107
<212> PRT

332

15

80
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213> ALF5

<220
<223> {EfgE

<400> 174
Arg Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp Glu

1 5 10

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tvr 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 GIn Asp Ser Lys Asp Ser
50 35 60

Thr Tyr Ser Len Ser Ser Thr Leu Thr Len Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His ‘Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 175
211> 107
<212> PRT
213> ALF¥|

<220>

333

80

95
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<223> {LfuiREE
<400> 175
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Gln Liew Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Lys Val GIn 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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 176
211> 107
<212> PRT
213> ATLJPH|

220>
223> AR{EEE

<400> 176

334

15

80
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Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

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 GIn Asp Ser Lys Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 177
211> 107
<212> PRT
<213> A_LFEH

220>
<223> ALA{§EEE

<400> 177

Arg Thr'Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 3 10

335

80

95

15



CN 103052649 B

F 3 %

284/314 11
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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
335 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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu. Ser Ser
85 90

Pro Val Thr Lys Ser Phie Asu Arg Gly Glu Cys
100 105

<210> 178
211> 107
<212> PRT
<213> A LFF4

220>
<223> {F{EEEE

<400> 178

Arg Thr Val. Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu
1 5 10

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

336

80

95
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20 25 30

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gin
33 40 45

Ser Gly Asn Ser Gl 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
160 105

10> 179
211> 107
<212> PRT
213> ATL/F¥

<220>
223> AR

<400> 179
Arg Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro Pro Ser Asp Glu

1 5 10 15

Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

337
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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 35 60

Thr Tyr Ser Leu Ser Ser Thr Len Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 180
<211> 107
<212> PRT
213> AT#Y)

<220>
<223> ALfa§2%E

<400> 180
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

[0287]

338



CN 103052649 B

F 3 %

287/314 0

[0288]

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 Tvr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 181
211> 107
<212> PRT
213> A L4

220>
<223> ALAf§eEE

<400> 181

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 3 10

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
30 55 60

339

95

15

80



CN 103052649 B

F 3 %

288/314 T

[0289]

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu. Ser Ser
85 20

Pro Val Thr Lys Ser Phie Asn Arg Gly Glu Cys
100 105

<210> 182
211> 107
<212> PRT
213> AL

<220>
<223> AF{EEEE

<400> 182

Arg Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro Pro Ser Asp Glu
1 3 10

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

340

95

15

30
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65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 183
11> 107
<212> PRT
213> ATL/F¥

<220>
<223> AE{EEEE

<400> 183
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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 Gin 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

341

95

15

80
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Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
835 90

Pro'Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 184
<211> 107
<212> PRT
213> A TF%

<220>
<223> ALfa§24E

<400> 184
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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.Lea Gin
33 40 45

Ser Gly Asn Ser Gin 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
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His ‘Gin Gly Leu Ser Ser
85 920

342

95

95

30
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Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 185
211> 107
<212> PRT
<213> A L5

<220>
223> (Rl

<400> 185
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 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
25 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

[0292]

343
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210> 186
211> 107
<212> PRT
<213> ALJ751

220>
<223> {T{EcHE

<400> 186

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

Gin 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 Gla Trp Lys Val Asp Asn Ala Leu Gin
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tvr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 187

344

80

95
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Q11> 107
<212> PRT
<213> NP3

<220>
<223> AR{a$rEE

<400> 187
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Gin 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 Gin
35 40 45

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
30 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 188
211> 107
<212> PRT
213> A TJFH

345

15

80

95
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20>
<223> (Ef4EEE

<400> 188
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 Gin
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
63 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> 189
<211> 107
<212> PRT
213> AT )P4

<223> fF{iirEE

346
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<400> 189
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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 35 60

Thr Tyr Ser Len Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 190
<211> 329
<212> PRT
<213> AL/

<223> HC IgG-pl-Iso3-1¥ i fir-434S

<400> 190

347

15

80
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Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 3 10 15

Ser Thr Ser Glu 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 Gin Ser Ser Gly Leu Tyr Ser
30 35 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75

Tyr lle Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Asp Thr 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp
145 150 155

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu

[0297]

348

80
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165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn
260 265 276

Asn Tyt Asn Thr Thr Pro Pro Val Leu Asp Ser -Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Ser His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly
325

[0298]

349
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210> 191
211> 325
<212> PRT
<213> ALJ751

<220>
<223> HC IgG-pl-Iso2-1¥ Hi{r7-4348

<400> 191

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Glu 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 35 60

Len Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
65 70 75 80

Tyr Ile Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Thr Val Glu Pro Lys Ser Cys Val Glu Cys Pro Pro Cys Pro Ala Pro
100 105 110

Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp

350
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[0300]

115 120 125

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
130 133 140

Val Ser His Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp Gly
145 150 155 160

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
165 170 175

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp Trp
180 185 190

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205

Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
210 213 220

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
225 230 235 240

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
245 250 25

n

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Asn Thr
260 265 270

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285
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300/314 7

[0301]

Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys
290 295 300

Ser Val Met His Glu Ala Leu His Ser His Tyr Thr Gln Lys Ser Leu
305 310 315

Ser Leu Ser Pro Gly
325

<210> 192
<211> 330
<212> PRT
213> ALFH|

220>
223> HC IgGl-CHI-pI(6)

<400> 192

Ala Glu Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Glu
1 5 10

Ser Thr Ser Gly Gly Thr Ala Ala Len Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Glu Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser
50 33 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr

352
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[0302]

65 70 75 80

Tyr Ile Cys Asn Val Asn His Glu Pro Ser Asp Thr Glu Val Asp Lys
85 90 95

Lys 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
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp

145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu

225 230 235 240

353



CN 103052649 B ’%— 5l é‘% 302/314 7T

[0303]

Met Thr Lys Asn Gln 'Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 293 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 193
<211> 107
<212> PRT
213> FA

<400> 193
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Glu Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30
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[0304]

Tyr Pro Arg Glu Ala Glu 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 Glu Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Len Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90 95

Pro Val Thr Glu Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 194
<211> 107
<212> PRT
213> FA

<400> 194
Arg Thr Val Ala Ala Pro Ser Val Phe Iie 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 Len Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

355
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304/314 7T

[0305]

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu. Ser Ser
85 20

Pro Val Thr Lys Ser Phie Asn Arg Gly Glu Cys
100 105

<210> 195
211> 107
<212> PRT
213> AL

<220>
<223> AF{EEEE

<400> 195

Arg Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro Pro Ser Asp Glu
1 3 10

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

356

95

15

30
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305/314 T

[0306]

65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 196
11> 107
<212> PRT
213> ATL/F¥

<220>
<223> AE{EEEE

<400> 196
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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 Gin 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
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[0307]

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
835 90

Pro'Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 197
<211> 107
<212> PRT
213> A TF%

<220>
<223> ALfa§24E

<400> 197
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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.Lea Gin
33 40 45

Ser Gly Asn Ser Gin 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
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His ‘Gin Gly Leu Ser Ser
85 920

358
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Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 198
211> 107
<212> PRT
<213> A L5

<220>
223> (Rl

<400> 198
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 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
25 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

[0308]

359
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[0309]

<210> 199
211> 107
<212> PRT
<213> ALJ751

220>
<223> {T{EcHE

<400> 199

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

Gin 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 Gla Trp Lys Val Asp Asn Ala Leu Gin
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tvr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 200

360
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309/314 7

[0310]

Q11> 107
<212> PRT
<213> NP3

<220>
<223> AR{a$rEE

<400> 200
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

Gin 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 Gin
35 40 45

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
30 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

210> 201
211> 107
<212> PRT
213> A LFH

361
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310/314 7

[0311]

20>
<223> (Ef4EEE

<400> 201
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 Gin
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
63 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> 202
<211> 107
<212> PRT
213> AT )P4

<223> fF{iirEE

362
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311/314 1T

[0312]

<400> 202
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10

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 35 60

Thr Tyr Ser Len Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 203
<211> 107
<212> PRT
<213> AL/

<223> ALf%eE

<400> 203

363

15

80



CN 103052649 B

F 3 %

312/314 I

[0313]

Arg Thr Val.Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

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
63 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
160 105

210> 204
211> 107
<212> PRT
213> ATJP3I

<220>
<223> ALf%E8E

<400> 204

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10

364

15

80
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313/314 7

[0314]

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 GIn Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gl 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 20 95

Pro Val Thr Lys Ser Phie Asu Arg Gly Glu Cys
100 105

<210> 205
211> 107
<212> PRT
213> AL/F%

<220>
<223> {EfTiEHE

<400> 205
Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

1 5 16 15

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

365
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314/314 I

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 35 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

366
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