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WAL DR 7 F T oS0 AN/ 0 T BE I IR , ek
W35 A% DR 7 1 m R 3  CD3 3R [ 4k 2 W e i)
FEVE o A AR g B B AR 8 /b — Tt 3R W0 163 % TR 1
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L. — b5 CD33EE [m] 4b & WAl 28 /b — A WL R I 254064, o

(a) AT IRCD33HE ) £b & W XURE S P A A4, oA S ke SR M 45 5 BRCD33 M 3B — 45 & 45
P RIS S 5 2 ZECD3R o5 — 455 45 g e s A

(b) B 28 /b — Fh R W 13 A ] 7328 ) 4HL 8 1 25 TR AL (HDAC) i1 751)  DNA B 222 4% 4 Iy
(DNMT) TRl 751 72 BE IR AL 40 B £ V% IR 7 (G-CSF) 4 85 1 A BR S RS g (HMT) 00 1) 771 A
ATRA (& R A IETR) -

2 MRAE BRI E R VTR I 2 &4, Forb pirid 28 /b — PP Mgt A& R 11 5

(a) H i H % L BEAGEg (HDAC) #I711), ke H ML =4t AR SZ VAt L 2K M=% (N- 2 P b
M belinostat.givinostat. B & iE%F .mocetinostat EVP-0334.SRT501.CUDC-101.
Quisinostat.abexinostat.LAQS24 K14 LIz ;

(b) DNA R B4 # g (DNMT) T4 771, e B 5 %0 7% M H 3 78 Ao V5 | ik 2 ik g
zebularine F& REBEIE . ) & BT ILE R -3 B THREE MGI8.RG108FISGI-110; A1

(c) 2 A H L EL R RS (HMT) $01)57), Ha% F LSD1 (KDM1A) 2= B LB HIFI A B & .

3 ARAEBRE R 1B 2 TR 2 &4, Fop

(a) ik & W8 A% ] -7 Bk CD3 S8 [ A4, & 4/ 640 it JFH i e

(b) ik & Mg A% PRI -7 Bk CD3 38 1) A4, & 4 40 it FH ) e P 5 B

(c) FTid & WL A% DR - A1 BT iR CD3 3% [ A - 470 ) B it FH

4 ARIEAUF R 1 22 3HP AT — AT IR (1) 25 4 &4 » He b ik 3R Mgt A% TR -1~/ 56— 771 i
T FTR CD3 3L [v) A4, 4542 (40 it FH 4 i it FH o

5. RHFEAUREE R AT IR 1 25 4H -5 4 , Forb 7£ BT IR CD33HE [m] 44 & W 1) Tk FH 399 1) 4k 285 iy
T R T8 A% R 7 (1) it FH

6 . MR AR EE R 1 25 AT — TR (0 25 02 &0 5 v Bk XU 57 1 ) S AR 2 XU 5
PEHUAR R AR

7 ARYE BRI EL R 6 Frad 1 25 W20 6400 » o vb i U S Pk e A ) e A 2 XU e 1P .
PR AR

8. MRIEAUHIZE R 6507 BT IR I 25 W40 &4 , Fovh Bl SOURE e e uAA A i A 25 6 22 N AR
WECD3 5 N FERAECD33

9. MR AR EL R 6 = 8H AT — AT IR () 25 W0 2 &40 » Ho b i U R P BB MY A

o S GE i, R LSS £ CD33 IS A tnESEQ ID NO:6.24.42.60.78.
96, 114411327 ffiid [ U FE IR 7 21 B VL ALELA 4n#ESEQ 1D NO:1.19.37.55.73.91.109F1
127 R R ) IR 7 51 ) VHEE ; A1

« EAE A, H 46 2CD3H A EF EA WAESEQ ID NO: 154,157,160,
163166 169F11 72 ik () & JE 18 7 #1 (1 VLAE AR A 4n#ESEQ 1D NO:155.158.161.164
167 170811 73R R i 2 L R 17 91 ) VHEE

10 ARFEAUR]Z ROl (1 25 V020 &4, Hovh i XU e PP A i) @2 4 5 n7ESEQ- 1D
NOs:13.15.17.31.33.35.49.51.53.67.69.71.85.87.89,103.105.107.121.123.125.139,
141.143.148.150.152.215.217.219.221.223. 225 1227 [’{4F — A P ik (1K) S B8 17 1) o

11 AR ZE R 1 2 10 AT — TR IR (1) 250 264 e FH 3697 Rl 3 s

12 ARPERRNZL R 1L () 2520 &40, Fodr iR BE M (1 193 126 B 201k R A 40 A 1 i

2
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T3~ M2 P rh PR A0 B T 95 v BE AR R A L 3 I ok O 1 R I L SR
FRZ AP T I /D AR A P T I DS R A AN I L 2 R B R 4
P I A T 00 R P T 8 A T R 00 PR 1 T o A A B e R
A ML/ I Z20E - SR LT R A0 I L SO ST A M 3 22 0E L B BE I AR e LR AR 2
P R 20 L B T PR R RT 2 U TR 1 AL

13— b T3 A0/ sl il P I 1) 2R 0 38t A DR -, Bk 3R 08 3 A% R - 186 o
A NTCDI3EE [m) Ak S Py iy e 7 4, e

(a) AT CD33HE ) A4 & W 2 UURE S PG A, HoA0 B S MR 45 & BCD33 B — 45 A 4
PRI S 45 5 ZECD3IR o5 — 454 45 g s s A

(b) BTk 28 /b — Fh R I8 A% DR 738 F 48 1 25 L R AL (HDAC) 1 751)  DNA B 222 4% R8Iy
(DNMT) T4 ¥ 2 MR b 4 B 4R v Il R ¥ (G-CSF) ZH 25 1 Y R R Il (HMT) 1) 551 0
ATRA (& R A EFR) -

14 AR HEAUCR B SR 13 BT ) SR W A5 PR 1~ , e BT il S A5 8 73k

(a) HEH 2 BB (HDAC) #77), ok B ML =4t AR SZ VAt L 2 oK M=% (N- 2 P b
M belinostat.givinostat. B & iF%F .mocetinostat EVP-0334.SRT501.CUDC-101.
Quisinostat.abexinostat.LAQS24 1A JEHZ s

(b) DNAF B2 % [ (DNMT) T4 51, 06 B 5 %0 7% M H Mo 7 A V5 | ik 2 ik 1gs
zebularine F& REBIZ . ) & BT ILER-3- B TREE MGI8.RG108FISGI-110; Al

(c) dLER [ F L BE AL I (HMT) 4157, ok FTLSD1 (KDM1A) 2 FE AL B HI 5 A B & .

15 AR R E R 1385 145718 1) R B 4% K 7, Hop

(a) FTidk & W8 A% K] -6 Bk CD3 3 #E [ A4, & 47 640 it FH T e )

(b) T3k & Mg A% ER] -7 Bk CD3 38 1) A4, & W 1) vt FH ) e P 5 B 25

(c) FTid 2 WA TR R0 BTk CD3 38 [y A - 470 ] B it P

16 AR H AR B =R 138 15 H AT — T BT (1) R W I8 4% (K] 7, L v B 38 Vg A% [ 710 56
— 57 B BT iR CD3 3% [ A4 A4 () it FH T 2 i it FH

17 ARAE BRI ZESR 16 B I 1) 2 W 18 4% DR 5, L Hp 8 B ik CD3 38 [ 44 & 4 Py it FH 34 1) 4%
S P id 2R ML Is A% R T Ii F

18 AR HE AR B R 135 17 H AT — T BTk 119 3 W 33 A% K] 7, L o BT ok XU S 1k A i A 2
RURE VDU A

19 AR AR BRI ZE SR 18 BT Ik 1) 2R W 163 2 D] 7, H BT 3R WU S 1 e A A S A o UK S 1
R AR

20 AR FEAUR L SR 1885 19 B i (1) WL ist A% R 1, o o v i OURE S P pL iR i i iR 4
AN AVBRAECD3FICD33

21 R4 BRI SR 1822 20 AT — T AT IR 11 2R WL ist A% [ 7, A BT 3R U S PR oA by
(NS

o GG A, HR RS B CD33 I A tn#ESEQ ID NO:6.24.42.60.78.
96, 114411329 ffiidk (1) & FE IR T 41 O VLA AL A 4n#ESEQ 1D NO:1.19.37.55.73.91.109F1
127 HR FE IR (1) R L T 51 ) VHEE ; Al

o GG A, R R4 G CD3H S B WnAESEQ 1D NO:154.157.160.163,

3
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166 169F11 727 IR ) Z IR - 5 I VL EE A H A GnfESEQ 1D NO:155.158.161.164.167,
170FN1 739 IR I 2 LR 7 H1I 1 VHEE

22 AR YRR EL R 21 Pt (1) FE W8 A% PR 1, Fe b i 3R OURE S 14 0 A4 A A0 25 i 7 SEQ
ID NOs:13.15.17.31.33.35.49.51.53.67.69.71.85.87.89.103.105.107.121.123.125.
139.141.143.148.150.152.215.217.219.221.223. 225 F1227 T — A iR 11 S L 57
51,

23 AR 4 BRI SR 1322 2240 AT — T AT IR 1) R WL st A% [ 1, 3 A BT IR 38 1 13 1 9 ik 2
P 200 B T L 2 e 0 B T L R SRR 00 B T L e e R B 1
I T A 4 B L5 5 2D R PR T 1 I 8 e A A PR L
AP PR S 200 L T L S R T A T 1 I 1 R A P T L R MR A
ST 3 L7 B T o /N 4 2 R L AUPE AT R N P It L B A A Y 2 R L B e R A
R EE SV A B R Z20E i BE T R R AN S R A I

24 . B /b — PR WIS AL IR 7 FH T N BE 14 (3 1095 £ FCD3 3 #E ) 46 & W36 7 1 Wil
PERT ) &, HoA

(a) FIT IR CDI3HE [r) 1k & W) 7 RURY S A G A, oAU & K e 1th 455 R CD33IN 28 — 4 A &5
PRI S 45 5 ZECD3IR o5 — 454 S5 g e s A

(b) BT &8 /b — Fh R I8 A% R 7328 F 43 25 e AL (HDAC) i1 751) . DNA B 222 4% #2 Iy
(DNMT) T4 ¥ 2 MR b 4 B4 v Il R ¥ (G-CSF) ZH 2 1 FH R Rl (HMT) 0] 551 0
ATRA (%= [ sUAL R TR) o

25 ARYERCR LR 24 Ffrik (1) FH 3%, o rp BT ik 22 /b — Fh st A% Rl 11k H

(a) HEH 2 BB (HDAC) #71), ok H ML =4t AR SZ VAt L 2 OK M7 (N- 2 P b
M belinostat.givinostat. B & iF%F .mocetinostat EVP-0334.SRT501.CUDC-101.
Quisinostat.abexinostat.LAQ824F1TH KR ;

(b) DNAF B2 % fig (DNMT) T4 51, 06 B 5 %0 7% M H Mo 7 Ao V€ | ik 2 ik 1g
zebularine F & REMIZ . ) & BT ILER-3- B TREE MGI8.RG108FISGI-110; Al

(c) dLER [ F L HE A1 (HMT) 4157, 2ok FHLSD1 (KDM1A) 2 FE AL B HI 5 A B & .

26 . R HE BRI 3Rk 24825 BTk i ik, Fop

(a) Fridk & W8 A% K] -6 Bk CD3 38 [ A4, & 470 640 e FH i e

(b) T3k & Mg A% BRI -7 Bk CD3 38 1) A4, & 0 1) vt FH ) e P 5 B 5

(c) FTid & WA TR R0 BTk CD3 3% [y A - 470 ] B it P

27 AR Y BRI EE SR 24 2 26 AT — AT IR 1 F 38, L vp Bk 3R Mgt A% R 71 36 — A = A
FIr iR CD3 3L 1] 4k, £ 4 1 Tt FH 46 it FH

28 AR AR LR 27 B iR 1 F 38, Horb 78 it iR CD3 388 [v) £, & 47 () it FH U 1) 40k 282 ik 36

W35 A% A1 F) it o

29 ARYEAUAN ZR 24 2 28 FF AL — T IR 1) FH 3 , 2 rb i A8 XOURY 7 28 ) S A% 2 OURE 57t 1
PUARFIEAR

30 . ARG BOHEL KR 29 ik 1) F it , e o BTk U 5 1 0 A e S o SO S A B B A
AR

31 ARAEAUAN ZESR 29830 i i (1 FH 3k , L o i XUHRs S 1R DU A A i AR 45 15 28 N AR

4
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CD3FICD33.

32 MRHEECREE R 292 31 H AT — T AT IR (1) FHI& » A Fridk RURR 3 P B e e AR L

« GG A, HR RS 2 CD33 IS A tn#ESEQ ID NO:6.24.42.60.78.
96 114411329 ffiid (1) & FE R 7 41 I VLA ALELA 4n#ESEQ 1D NO:1.19.37.55.73.91.109F1
127 HR FE IR (1) R T 51 ) VHEE ; Al

s FEAE A, H m S 2CD3HAEF EA WAESEQ 1D NO: 154,157,160,
163,166+ 169F11 729 1A (1) Z JE 1L /7 5 Y VL& A2 A W /ESEQ 1D NO:155.158.161.164+
167 170F01 737 HHIR H 2L R /7 51 ¥ VHEE

33 AR HEBUHN B R 32 Bk (1) FH3& , b A ad IR S P A A8 A B0 & W ESEQ 1D NOs:
13.15.17.31.33.35.49.51.53.67.69.71.85.87.89.103.105.107.121.123.125.139.141 .
143.148.150.152.215.217.219.221.223.225 F1227 AT — N iR ) LR 41 .

34 R BRI EE SR 24 2 339 AT — AT IR 1 A 3, Fowp Bk i P 1 s 3 B S 1k R s 4
P I 2 A A T B 1 L R BB AR SR ER 20 B L o BN - I S
P B AR A L0 T 2 B B AR A I T L5 18 1 R A L 1 T S
PR T 11 I P R A 200 L 1 L A R T A A T 1 I Sk A A P T
995~ D R P I /INER 38 220 L SPE 2T R AN A RS B £ N PR G 2 | R I A R SR AR
SV A B 22 OE | B I AR RN S R A I

35. — P TR ITREYE B U I 75 v, iR 7 VA s 4 A I 7R 2 R it ] 2 /D — Fb
FEWE AL R T FICD33HR [ 4k &4, Ho

(a) FIT IR CDI3HE ) 1b & W) 7 RURY S A R A, oAU & K e 1t 455 D33 28 — 4 & &5
PRI S 45 5 ZECD3IR o5 — 454 45 g s s A

(b) B &8 /b — Fh R 15 A% R 7328 F 48 1 25 AL (HDAC) 11 751)  DNA B 222 4% F2 g
(DNMT) THHI55] ¥ 2 MR b 4 B4R v Il R ¥ (G-CSF) ZH 25 1 FH R Rl (HMT) 1) 551 0
ATRA (& R AR -

36 AR YRR EE R 35 ATk (1 1515, o p BT iR 22 /b —Fh R Mgt 4% (R Tk H

(a) HEH 2 L BEAGEg (HDAC) #77), ok H ML =4t AR SZ VAt L oK M=% (N- 2 P
M belinostat.givinostat B & iF%F .mocetinostat EVP-0334.SRT501.CUDC-101.
Quisinostat.abexinostat.LAQS24F1 A JEHZ s

(b) DNAF B2 % [ (DNMT) TP 571, 06 B 5 %0 7% M H Mo 7 A0 V5 | ik 2 ik 1
zebularine & REBIZ . ) & BT ILER-3-E B TREE MGI8.RG108FISGI-110; Al

(c) dLER [ F L RE AL (HMT) 4157, ok FTLSD1 (KDM1A) 2 FE AL B HI I FI A B & .

37 MR YEBUR) R 35836 FIrak it J5 i, Hop

(a) ik & W8 A% K] -6 Bk CD3 38 [ A4, & 470 640 e JFH i e )

(b) ik & Mg A% ER] -7 Bk CD3 38 1) A4, & 0 %) vt FH ) e P 5 B 25

(c) FTid & WA TR - R0 BTk CD3 38 [y A - 47 ) B it P

38 AR BRI EE SR 35 2 37T H AT — AT IR 1 7 v , Fovp Bk 3R Mgt 4% R 71 56 — = A
FIr iR CD3 3L 1] 4k, A5 4 1 Tt FH 46 it FH

39 AR AR L SR 38 IR 1) 77 7% , Horb 78 it iR CD3 38 [v) £, & 47 () it FH SUH 1) 40k 252 ik 36
MR IE A DR 7 1A it FH
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40 . AR PR BRI EE 3K 35 22 39 AT — BTl (19 77 ¥ , e A i 3R XU S 1A ) 28 A 7 SOUE e
ETIR LA E LS

A1 AR EAUR)E R A0 BT IR 1 75 v , Frp B XU S5 14 B A ) 288 A 2 U S P PR i A
AE LT

42 FRAEAUR]EE R 40884 1l (1) 7795, o BT il XURe e ME DA A B A 25 & 22 N RIBR AR
CD3FICD33.

43 ARIEAUR) R A0 B A2H AT — TR 0 7732 , Horb B ik XURe e e pupR i e iR 5

« GG A, HR RS 2 C0D33 IS B tn#ESEQ ID NO:6.24.42.60.78.
96, 114411329 ffiidk (1) & FE IR 7 41 I VLA ALELA 4n#ESEQ 1D NO:1.19.37.55.73.91.109F1
127 HR FE IR (1) A L T 51 1) VHEE ; Al

« EAE A, Hs R g S 2CD3H A EH EA WAESEQ 1D NO: 154,157,160,
163,166+ 169F11 729 1A () Z JE 1L /7 5 i VL& AL H A WI/ESEQ 1D NO:155.158.161.164+
167 17011 73R R i 2 LR 17 91 ) VHES

44 MRIEBUFNELR A3 BT IR 1 75 v2% , 2o rp BT XURE S5 1 A A8 2 AR5 in7ESEQ 1D NOs :
13.15.17.31.33.35.49.51.53.67.69.71.85.87.89.103.105.107.121.123.125.139.141.
143.148.150.152.215.217.219.221.223.225 F1227 AT — /iR ) B LR 41 .

45 ARPE BRI E K 35 B A4 AR — BT IR 19 77 % , oA Br iR ®i 4 3 1903 228 H 21 1 B 4
FH P I 1 1 e A 200 P I AR SRODR 20 T 1 IS e A S e R E M s L
P B LA A L0 T 2 B B AR A I T L9 18 1 R A L 1 T S
PR T 11 I8 P R s 200 L 1 L A R T A A T 1 If s Sk A A P
995~ iR R PR I /INER 38 220 L SPE 2T R AN A IS B £ N R G 2 B R I A R SR SR
SV A BE Y Z2O0E i A TR R AN S R B I

46 . — FhEL o0 AN/ 86 T BE PR 1 s 1R &, Bl iR S A FE AR EE R 12 12
AT — T5 T IR () 24 ) 2EL - ) BRI 3R 13 28 23 FR AT — TPt 3R 1140 2 WLt A% R AR 0L S ke
CD334E M4k &9, T i WURE S CD33 A W B 25 e S 1 45 & 2R CD3 3 B — 25 5 45 R IR
LA B CDINI B S B S k.
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JRITEEM B IMRAY R WIS 5 &+ Fn#E[5)CD33 5 CD3I W 4F F
L EIRNEE

ARG

[0001] A B SR 1 — P8 A% DX 5 ML [ CD33 5 CD3 A UK S AL S W AL 5 LR
I BEPE 1, FL A RO A% [Nk B R 5 L WA g (HDAC) 1177 . DNAFR 56 4% il
(DNMT) T 57 #2285 IR WL 4 0 £ 7% st D5 1 (G—CSF) 2L 28 1 25 HHY B A il 0 1] 77 ATATRA
(e IR o K, AR B S it — R 2y AL &4, HA & CD33RE AL & A 22 /b —Fp 3k
ML A1, I 4 SO I8 A% A 3 P e R/ B 8 28 1 AL, 2HL v 008 A% D] 38
S8 X CD33 L A A6 B DI i A o e b s AR I S A 2 A — R R g A% (A 1 F - 1 g 1k
P17 A8 58 Xt R CD3 S 4L [ 4k 5 iR o7 i i P ) A » 3R 7 BB 1k 1 I R ik, 07
IREIE A I B B it 2 D PR A% (A AICD33RE R AL 54 s Ak & ik
T LA R W P ik 25 WA 5 D el A T I ol ik 3 LA A% P 5 ROURy S A CD3BEE AL & )«

EEEAR

[0002] R LTl % A By ik i Al (B0 dE 22 25 7008 J AL 7 R0 [B) M e 4 41 g
FEAE (SCT) ) 15 3| —wiZ 0 0 3 , (H 2 SV BEE 1 1 ps (AML) S8 38 R AAiE 0 9R AN , T HLE &
Wb T 28 iR TT A ORI R R AT 2R 1) v KRS o 91 4, R8T 2 2 E B SCTHR AL v S 87 bt
PR IS 40 AR B 00 0BT A B, R R AR 2 R AR W I i rE 3 (GvH)
PRI LIRS VF 2 BB R UL R B I X TV 2 B3, R R AR e AN TE & IX FE % 4R
RUYEYT SR 0 B, FE BT B IR T ik 2 2a VB . — N A GvH MY
BRI S R IR T RS S8 B3 A ST, % AT B e AL 7E A s 4i L
[0003] %7 V38 i — FhoHT i) RURE 5 14 S HUAR AR AT PTAT , I PUA G 40 B 2 14 Tk 2 4 i
g ST MR 4 i B PR & R fPr )R (BaeuerleZE N .Curr Opin Mol Ther.2009;11:
22-30) o Fblinatumomab$2 L T Mk & AIIE AR UESE , bl inatumomab & — F4EFXFCD19 B4 &
R FE A THH 52 AR 2 G W1 CD3e 41 73 1) XURE S P oA o T+ 5. B4 A bk L2 9 FHB T4 =
P SGAR 2 4 AR 3 s (ALL) 1) R8s s 1 HOva T R .

[0004]  [AIJG4H M SR TR L) R 1 PR s A e 2 U 1) 1, PR E 1 1 I ps (AML) g /E N
SEREBUARRIG YT FEJa 6. 2 H B8 b0 50 % 22 B #EFRJ2CD33, IX & — Ml MR N BiE 22 71k
U5 P P AR R 8 ) 20 LA B 2, HOAE R 280 B I AML R AR 4 i b L, BRVEAE — 28 5
A M I R 58 BRI N YR AL CD33PU AR AR 22 Bk B PuAE . 24 77 T RAAN T THA I
PRECES R T 0l B B 28, AR A S =BT 7 ZAG IR KRS+,
WA KIAFE AL .

RARE

[0005] A BAFRAL T — R & CD3SHE AL S WA & D — PR WL N T I 2B
Hrp

[0006]  (a) CD33HL Ak & W A2 WURF S PE RS A, AL 5 K5 S PR 45 5 ZRCD33I 2R — 4 5 4f



CN 111888474 A W OB P 2/97 T

M3, R Sk 454 R CD3R) 48 — 45 4 4 A A
[0007]  (b) &/b—FhF M AL K 11k B B A 2 L BEALES (HDAC) F1Hi 7). DNA B L 54 74 g
(DNMT) T4 175 < 32 28 J0K 4L 41 Bt 2 7% Rl -1~ (G—-CSF) JEH 85 [ R L L FL I (HMT) 00 1) 5771 A

ATRA (4= R AT TR) o
[0008]  #F— /NSt J7 B, A K B I 2940 & W R AEAE T 5 /b — Fh R s AL R 7 ik
H .

[0009]  (a) HEE I 2 L WEALEG (HDAC) #aI7), Hoade WA bE w]th AR ST R B oK b \N-&
B AR \belinostat.givinostat A& #4F .mocetinostat EVP-0334.SRT501.CUDC~
101.Quisinostat.abexinostat LAQ824FITH [RiFiR ;

[0010]  (b) DNAHI 4 #2 il (DNMT) T4 771, Foide B 50 % M 1 il 78 fth V5 | P 4wk g
zebularine & REMEIEZ . () - BT )L R -3 & T HREE MGI8.RGLO8HISCI-110; Al
(00111 (c) 4185 5 F LA Wiy (HMT) #1057 , 36 LSD1 (KDMLA) 2% FHY A4 il 4101 | 77 A0 6
FEo

[0012] AR BRI — Mg MG, Ho

[0013] (&) iZ3R W% (K T~ 7ECD33HE [m) A4 & W iy Jite FH AT it FH 5

[0014]  (b) 1ZFR ML AL K T~ 7ECD33HE 7] 44, & W i e FH it Y 5 Bl

[0015] () %ML AL Kl §- FICDI3HE [m 4k, &4 [F] N it A

[0016] AR BHILIRAE | — Mg G4, Forb FUEAE B 1 (1) 58— I EAECD33EE M fh &

Y i et FH O e i i

(00171 gbhb, AR Wb G it 7 — R 23 W4l &4, I AECD3 4L 1] A6 15 4 (1 it I Y1) 44k 452
RWLIBAL A 5 1) it

[0018]  #E— NSt J5 S, AR WY A 250 20 & WD RS AR AE T 0URs 57 1 A S A XUy e 1k
PUARFIEAR

(00191 EAJ WA 25 & W0 0 D0 1B R STt 5 5 7 5 XU S P ST AA A S A XU S A1 o
GUETIREN ) HL S

[0020] XAk BHI 254 S iR ik 1 72 , XURE R e DR M @2 Ak 45 & 22 N AR ECD3
5 NFBECD33.

[0021]  FEAK MM 29 -GV — ALt 7 S, SURE e e U AR A AR 5

[0022]  « BE—SE A AE R, H R 45 & ECD33 & HAA WAESEQ ID N0:6.24.42.
60.78.96.114F1132 iR () & FL 82 7 #1) (I VL% A1 B #nAESEQ 1D NO:1.19.37.55.73.
91.109F11 27+ F IR I 2 FE R 5 1 ) VHEE 5 Al

[0023]  « 3 g A e Ry, HAS S A ECD3 A A INESEQ 1D NO:154.157.
160.163.166+169F1 172 33K 1 & JL 1 7 41 (9 VLB AL G WESEQ ID NO:155.158.161.
164,167 170 R1173FH iR i) 2 L R 17 51 ) VHEE

[0024]  FEAZ 25 & VD EI DL 1) SETt T S, BURE e e A i i 4R 0 & 7ESEQ 1D NOs::
13.15.17.31.33.35.49.51.53.67.69.71.85.87.89.103.105.107.121.123.125.139.141.
143.148.150.152.215.217.219.221.223.225 F1227 AT — N iR ) B LR 41 .

[0025] & AR 2IAS J BH B9 250 460 136 97 2k CD33 (1) il P 1 L5 o Ao ade b, B M 9 i
TSI ST S R A AR L5 1 1 P 24 P I B B R SRPR 40 B s ok B 1
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B RETE I SO A AR R T DR R A A I 1 A 4
L9754 Y 1 L A g TR A 4 1 I i A g R A 4 S I
SV B AN B s iR RV NI 2, ST R M IR PR T A R N 2
BEMG A 528 SR A AIE SR A B BE Y 220 | B B8 TR PR R S XGER B I

[0026]  7E 57— ALty B, AR B IR A T R sE R 1, H A T oes A/ siG T it A
1195 , o o e WE A% DR -7~ 184 0 B8 35 X CD3SHE ey Ak A Wiy e v e ,

[0027] (&) CD33HE M4k & W7 XURS S A A, oA B ke e MR 5 & B CD33 M 28— 45 & &5
PRI S 5 5 ZECD3IR o5 — 454 45 g s s A

[0028]  (b) & /b—Fh WAL K73k H 240 8 A 25 4 BEALEE (HDAC) $181] 771 . DNA FR 25 5% A2 il
(DNMT) T4 ¥ 2 MR b 4 B4 v Il B R ¥ (G-CSF) 2H 25 1 FH R R Il (HMT) 1) 551 0
ATRA (& R A EFR) -

[0029]  YEA K BRI AL R 71—/ SL it g e Hp , SR AL ik A

[0030]  (a) HEEE 2% L WEALEG (HDAC) #dI7), Hoade WA bE w]th AR SZ % R B oK b \N-&
B AR belinostat.givinostat A& #4F .mocetinostat EVP-0334.SRT501.CUDC-
101.Quisinostat.abexinostatLAQS24 1A JZHZ

[0031]  (b) DNAHI 4 #2 filF (DNMT) T4 77, Foade B 50 A% M 1 4l 78 fth V5 | P 24wk g
zebularine ¥ & REMIZ . ) & BT LA R -3 B THREE MGI8.RG108FISCI-110; Al
[0032]  (c) 4 1 HH AL R I (HMT) $ il 71) , FL 3%k F LSD1 (KDM1A) 25 FF B2 Ak i 400 i) 551 F0 B
TR o

[0033]  JbAk, TEAS & B B A AL KT 1) — AN St 77 =

[0034]  (a) iZFE M5 A% AT~ ZECD33HE [l 4k A 40 ) Jita FH Aiy it FH

[0035]  (b) %3 Wit 4% Rl 1~ ZECD33HE () 4k, & W i it FH J it FH 5 03

[0036] () %ML Kl ¥ FICDI3HE [m] 4k, &4 [F] N it FH

[0037] b T+ A= i BA FR) W 183 % PR - DR 128 1) A , R A% DR 1) 28 — SR R AECD3 38R [l fb &
W it P G e P

[0038]  ffRiskHh , FECDISHE ) A4 1) it FH 39 1) 4 282 4 e B 1 2R WLt A% TR - ) it FH

[0039] S T 2 i B 1) 3R WL 8E A% ] -3 AL B 1A 02 5 SOURE S P A 2 A SOURE MR A g
N

[0040] 7R A BH (1) F W38 A% PR 7 1 — AN STt 7 87 5 KRR 57 M B A ) 2 A A U S 11 B
FEPIR I AR

[0041] 5 T~ A BH (1) R M IE A% (Rl AR IR 1R 2 , RURE S PE B AR A i A 2 A 22 N AR AECD3
FICD33.

[0042] S F A K BH 1) R B AL (R F-IB AL 72 , SURE T BT M R AR 5

[0043] o BF—SE A AE R, HAF R 45 & ECD33 & HA WAESEQ ID N0:6.24.42.,
60.78.96.114F11 32 iR () & FL 82 7 51 (I VL% A1 B #nAESEQ 1D NO:1.19.37.55.73.
91.109FA127 Hh F5 IR 1) & 24 8 17 F1 1T VHEE ; AT

[0044] o 25 oA aE R, UG RS A S CD3 B B INTESEQ 1D NO:154.157,
160.163.166+169F1 172 33K 1 & JL 1 7 41 (0 VL BE AL W ESEQ ID NO:155.158.161.
164,167 170R1173 - R i) 2 L R 17 91 ) VHEE

9
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[0045]  7EA K BH ) 2 M B A% DR - 1) — AN S it 7 S8, SBURE e MR B0 A7 ) A 40 15 L 7E SEQ
ID NOs:13.15.17.31.33.35.49.51.53.67.69.71.85.87.89.103.105.107.121.123.125.
139.141.143.148.150.152.215.217.219.221,223 225 1227 AT —A> o il ik () 2 IE R 5
Fl.

[0046]  FEA K BH 1 2 MEL A% PR 1 — AN St 7 S8 b, B8 1 3 I e B S e R BE 40 e 1 i
T3~ P2 P rh PR A0 B L9 v BE AR DR 0 T 1 I ok O 1 R I S SR
FAAZ 2 L I S T 2 R A A L I 1 A T 1 I M T A
FHFET L 995 A P TR A A 4 L P L i I T s 4 B 3 L P B R A B ot R
KA ML/ NI Z20E , SR LT R A0 I S SCE ST A M 3 22 0F | B BE G AR e LR AR 2
2 BB Z20E B R TR R A S M R B I

[0047]  AJBAET 73— NS 7 RREAE T 20— Fh R s 4% DR AT 8 hn e 1 1 s i
FNF FHCD33HE ) Ak & 1036 o7 o) i A ) FH i , Herp

[0048]  (a) CD33HE M4k & W7 XUR: S A i A, oA B ke MR 45 & B CD33 M 28— 45 & &5
M3 RIS M 2 B D3R 58 45 A 45 M)k, A

[0049]  (b) Z/b—FhRMEAE R ik H 48 H 2 S WAL G (HDAC) #1741 . DNAHH 242 7 Jifg
(DNMT) THIHIIF5] ¥ JE IR RL 40 O £ V% Il ¥ R 1~ (G-CSF) 2 8 [ 2 1 3 AL B 40 1) 77 FHATRA
(&R AMER) .

[0050]  FEAKRBHEI FHIEH — ALt r &, /0 —FR WA ik E -

[0051]  (a) HEEH % L BEALEE (HDAC) #dI7), Hoade H WA bE w]th AR STk R B oK b \N-&
B AR belinostat.givinostat & & #4F .mocetinostat EVP-0334.SRT501.CUDC~
101.Quisinostat.abexinostat LAQ824 1K [ ;

[0052]  (b) DNAHI 4 #2 filF (DNMT) T4 77, Foade B 50 % M 1 il 78 fth V5 | P 2wk g
zebularine & REMEEZ . () - BT ILAR R -3 & T HREE MGIS.RGLO8HISGI-110; Al
[0053]  (c) 44 1 FH RS AL I (HMT) 410010 7%1) , L 2%6 FLSD1 (KDM1A) 25 H J Ak ilg 41 i 751 A
TEo

[0054]  [AJFELEAS K BH ) I I St 77 S8+

[0055]  (a) 1Z3R W A% (Kl T~ 7ECD33HE [m] A4 & W ) Jite FH A1 it FH 5

[0056]  (b) 1% Lg% X T~ 7ECD33HE [A] 44, & W0 i e FH it 5 Bl

[0057] () %KM AL Kl ¥~ FICDI3HE [m] 4k, &4 [F] N it A

[0058]  FEA K BH AT B I PLde g rh , F0 18 A% PR - (1) 28 — > 7 & AECD3 341 [m] L A5 1)
Jite FH - 46wt FH

[0059] kA, A BR ) g ) — > STt 7 S, 7ECD3 34 [m) Ak W 1) Tk FH 30 1) 4k 282 3 00
1B AL R 1) it FH

[0060]  FEAC K BRI I I — AN St 7 28, RURRE e M A i A 7 XK S MR DL i
[0061]  FEA K B ) A& I — AL I St 77 S8 b BURE S Pk 70 A A Ja A 2 SOUR e M L A
PO A4

[0062]  FEA K BRI FI& I — AN SEHE 5 R, SURE S e B iR d s AR 46 & 22 N AR CD3 A
CD33,

[0063]  ARFEA K BH () I ) — NSt 77 58, RURs e R pU AR il A Ay
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[0064] o BF—&E A AE R, HRF R 45 & ECD33 A& HAA WAESEQ ID N0:6.24.42.,
60.78.96.114F11 32 iR () & FL 82 7 F1) (I VL% A1 B #nAESEQ 1D NO:1.19.37.55.73+
91.109F11 27+ Hh 1A I 2 FE R 5 1 I VHEE 5 Al

[0065] o 25 —gE A ek Mg, UG RS A 2 CD3HE A B INTESEQ 1D NO:154.157,
160.163.166169F1 172 3R 1 & JL 18 7 41 (0 VLB AL G W £ESEQ ID NO:155.158.161.
164,167 170R1173HH R i) 2 L R 17 91 ) VHEE

[0066]  7F A< < B () FH a () A 3 ) S Tt 77 2 vh , BURE S MR pU AR A A B & inESEQ 1D
NOs:13.15.17.31.33.35.49.51.53.67.69.71.85.87.89.103.105.107.121.123.125.139.
141.143.148.150.152.215.217.219.221.223.225F1227 [’{AF — A P ik (1K) S B B8 17 1) o
[0067] kA, FE A B FH I8 () SE Tt 77 22 v, Bl 1 L6 32 B M R 40 B 1 1L s 12
HH PR A B 1 955 AR SODR 2 D 1 0L s S R B 1 1 L S A% 4T
H 95 7 2 4B B8 A% 2 B 906 1 e e i A A B 1 I A e R 4 L P I
5+ S I R 20 R P IO S I R e 20 R P LS L b A A R P S L iR R I
/NG Z20E PR AT FR A0 B I T LT A A G 2 ORE B BE A AR R W SR AR L S e i
B2 E 58 AR AR A EUE R A I .

[0068]  7£ 5 —NSEHti 7 S b, AR SR 7 — M e T REYE B R I 7V %7 R
25 A M 7 L 2R it FH 22 /D — PR s A% PR 1 FICD33RE R Ak &4, o

[0069] (&) CD33HE M4k & W7 XUR: S P A, oA B ke e MR 5 & B CD33 M 28— 45 & &5
g da A S 12k 5 2 22 CD3I 5 45 & 5 F 3k A

[0070]  (b) & /b—FhFWLEL AL K73k B 2408 A 25 4 BEALEE (HDAC) #1177 . DNA FR 25 5% A% il
(DNMT) T4 ¥ 0 MR b 40 B A v Il R ¥ (G—-CSF) ZH 2 1 FF R Rl (HMT) 40 i) 551 0
ATRA (%= [ sUAL R TR) o

[0071]  FEAK B J7 iR St 7 S, /b — MR WL R FiE H -

[0072]  (a) HEEE % L BEALEE (HDAC) #dI7), Hoade WA bE w)th AR ST R B oK b \N-&
B AR belinostat.givinostat & & #4F .mocetinostat EVP-0334.SRT501.CUDC~
101.Quisinostat.abexinostatLAQS24 1A JE iz

[0073]  (b) DNAHI 5 #2 filF (DNMT) T4 771, Foade B 5% 2% M 1l 78 fth V5 | P 2wk g
zebularine F& REMIZ . ) & BT ILER-3- B THREE MGI8.RG108FISGI-110; Al
[0074]  (c) 4 1 FH AR FL AL G (HMT) 41010 751, 226 FLSD1 (KDM1A) 25 H J Ak ilg 417 i 751 A
TR

[0075]  [A]FEAEAC K BH (M) 77 V210 St 7 28 R

[0076]  (a) ZFR M I A& IR T~ ZECD33HE [m] £k & 420 ) Jite FH i it P

[0077]  (b) 1% Wit 4% Rl T~ ZECD33HE () 4k, & W i it FH J it 5 03

[0078] () %KM AL Kl ¥~ FICDI3HE [m 4k, & 4 [F] N it FH

[0079]  FEAKBHI) 7B LI i St 77 28 vh , WAL Bl [1) 28 — AN R 2 AECD33HE ) 4L,
T it T AE R e A -

[0080] b7 % BH ) 7 V238 AR 3 1) 2 , #E CD3 SR [ 4k i) ik FH 245 1 1) 4k 4282 3 Wit A% K]
Tt

[0081]  FEAC K BH I TV — AN St 7 28, RURE 7 M A A 7 XK S MR DL i g A
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[0082] S T AN BH B 7RI (1) A2, R 3 P 044 ) e A o OURE S P R R P AR A
[0083]  Xf T~ A% BH 1) 77 v (1) BE AR e 1 72 RURE S P B ARt R AR 45 & 22 N AR CD3
CD33.

[0084]  FEACK BRI JTVER — ALt g B, RURs e e DU i AR 5

[0085] o ZF—&E A LR, HRR R4S A ECD33 & HAA WAESEQ ID N0:6.24.42.,
60.78.96.114F1132 #iiR () & FL 2 7 51| (I VL% A1 B #nAESEQ 1D NO:1.19.37.55.73.
91,1091 27+ H IR I 2 FE R 5 1 ¥ VHEE: 5 Al

[0086]  « 25 4E A LM, UG RS A ECD3HE A B INTESEQ 1D NO:154.157,
160.163.166+169F11 72 33k 1 & JL 1 7 41 (9 VL BE AL G W £ESEQ ID NO:155.158.161.
164167 170 R1173HH R i) 2 L R 17 51 ) VHEE

[0087]  [RI A AE A K BH I TV I — N STt 77 2 v, U e PE AR A4 8 A R0 75 anfESEQ 1D
NOs:13.15.17.31.33.35.49.51.53.67.69.71.85.87.89.103.105.107.121.123.125.139.
141.143.148.150.152.215.217.219.221.223. 2251227 [’F4F — A Hh ik (1K) S F B8 17 1) o
[0088] WAk, FEAC K BRI TR ) — AN SE Tt 77 22, Bl 1 L5 32 B 2P R 4 A T I
1 M H ML 4T B A L5 1 AR 2R 20 D P T s B e B 1 L SR A
A 95 5 2D B A A M 1 I e e B R A B T L S PR P R 4 A
M99 A R T A AL 4 B 1 L9 1 2k g T P A 4 B 3 L s Sk B R A B 1 s iR
MK 22 0E s VR 2T R0 H (I B YR A M 38 220 B B A B R S At
BB 22 0F i P AR R 2 R B 1 ML

[0089] AU BHI I3 — AN SETiti 77 SR et 7 — Fh S T oo s AN/ Blvs T RE 1 B I e e )
& %G SR HE AR B 1) 2 2H A W Bl A e BE 1R 2 W 13 A DR - FRUR: S P CD33HE ) 4k &
W, ZE TG R R 4SS B CDI3M B — 45 & 45 M AR 1t 45 B RCD3RI R 45 &

LKL I
[0090]  Fff & fj ik
(00911 1.

[0092] Mkl =14t 5 b B % CD33 6 1A FTAMG 33017 51 40 Mo 25 14 I /E FH o S AOCT-AML3 A
KG—laZf il A aEAT AT, B A EL S A TRAL B 72 /NI 3255, XFCD33 KA AT &, IF HL A/
ASHAMG 330 (0-250pg/mL) F4% Ffiak S ¥ (B T) ZHM b 28 ({5 FH B AR 44 (1) T4 i) 4k 75 24
Ml o 487N S5 5 FHDAPT 4% €240 7 241 B 250 VP4 20 M 25 14, DA 25 05 S 12k & i o PR 3R AT
o 1 FH B — i AR R S MR PR TN f kI, 78 B2 LR AT SIS 5256, 5k B AT iR 31Kk
ST S 1) 45 3R P 358 £ SEMFR R

[0093] 2.

[0094]  Fi] L B 15 751 b B % CD33 2 1A FIAMG 33015 S 4R B B M 7E - SR ARKG-laZil i A
HEATAREE , B R FL M AL B 72 /NI o 3255 , 6P CD33RIB AT 5 &, I H A /A FHAMG 330
(0-250pg/mL) FIE P24 N« 88 (B T) A b 28 (fs FAd B A4 (1) T4 ) A3 40 . 48 /i) )i
FADAPT 4 2,00 52 4 M B0 VAN 40 B B 14 , DA 25 W05 S5 PR 4 i 25 1 idk AT 52 2 6 ) o —
FRAEARAE 9 Z R T 0 MR R , 78 B 2 AL i AT 3R ST 5258, >R H i ST AT S B 1) 25
FH V#4011 &= SEMZE R o

[0095] &3
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[0096]  7£A) HL-60F1B) PL21 AMLAHM -, CD33 M F2 J MRk LA i Fif

[0097] 4.

[0098]  frskH 200 FRACAMLAN Y - , CD33 M F2 JE MR A st k1 i o
[0099] |A5:

[0100] W E 10K 5 , AEKG1aAMLAH g _CD33(K)G-CSFH I _E i
[0101]  |K6:

[0102] §E10K )G, KH BE 1 FEAAMLANE - CD33[1IG-CSFA#iE _F 1d .

B A

[0103] & .

[0104] H{EFEFERE,BRIAEE X HE A B, A S AREOE L — M7 “— A"
/TR AFE G HARAC R, 1, $E ) Pk A HE AN R ) — P 2 A, 1
PR “Z R AFEHE B A I R RN 2R BEAEAS TR B B AR ST IR 5 v R A TR
LRI

[0105]  FRAEBH UM, — RINEXFTHARE “E /7 N NZIRIX — R5)dh 5N E
B ARPUREIARN 51K A H 256 R R 2 B 08 1 8 v 2 5 AR U IR B A K B A
PRSI TT RS R AN K B B FE IR a5 IR L 55 R 4

[0106]  ASCAlT FHARTE “F1/B07 GL4E “F07 L “B” & “Frid ABEEN BERWITABUEE L E
HE" B o

[0107]  ARSCRT FIARTE “R297 84 “4)” FoRfE 45w HEVE I =20% W, RIEE E15% N,
BRI E10% N, B ALIESE £5% .

[0108]  7E B AN Ui B 5 K J5 B AR ZE R F5h, BR AR B R ST A KR, E R
(comprise)” KARTLUT “GL 7 (comprises)” F “GLF (comprising) ” N EEff A B e (36 prid
R OP PR H A SO BRI A B A HE B AT = B B A el b SR el B D IR A AR
SCHT RS “BL 57 T -HARE “S A7 5 “BHE B BUE I AT AARE “BA7 &R

(01091 ASCRTH “HH . . H R HEBR R AE ZE R R4 1 3 b BRI B F S R P IRk
3 o ARSI “FE A B L L AR ASHERR R ROR EE R 1 5 A R R AR A B K R el F A
KB IR .

[0110]  FEASCEANLHIAAE—RIE“EE"CFEAR . AR H .. A e
i E— A

[0111] A8 bR SCH IR TE “CO33SE M4 A 47 & R e 7 1 45 & B 4l R 1 4 1
CD33 ) M Ah 4 I 25 5 0 1 o 4 B BTl L CD33 72 — Fh i Rk A BiE 28 43 AL B JEm 1 44K 5t e A PR
() & B RGBT 5 L AE K 22 B 2B O AML R U5 41 B B o WA B 1 2 it 5 ) 3k 1 5
#3500, CD3 3 [m) A4, & W AE AR B IR 3 U o — AP OURe e A & 2 A & B B T4 i
FTH 53T CDI3 (1) M b 25 P 3 AN E T b 3R3K 1) 53 T CD3 M M Ah 25 # 3k i 22 /b — A& & 4
Py 3o 5 BRI A2 , TEAC KR B I = LR CD33RE M) 4k & & /0 & FH T-CD33FICD3 45 & 45
F3E, I Hab vl DU 3 T e #EAR g5 I — AN ER 2 A A 456 45 M 380, I T 32 30— 8k
R R ED) T 2, RIE “CO33R MM EW” AL TN AR = X h 2 e (R 7
PE) 454 B0 B e T B R R 2 F-CD33AITYE M 2 i - I CD3 . 5 S0 4 o 2 i b (g B8 4y 1
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CD3 31T 0 2 7 - 1Y) CD3AH B A FH ¢ R ol 8 4 L 362 17 = 7 8 43 ¥~ CD 33 AT Jfa 2 1y b7
CD3AEART 43 o IR AL 73 BA G AA TT LA FE 2 3 B30 40 AR 2 B i - (b 23
e B s S R i — )

[0112]  RiE“G55 70 T ERLITN SR X PR TR % (R rhhh) 456 2585 1. 55
oy A EAE FHEGR A 7 T AR 7 T

[0113] Gk ok, 5G40 T NPTIR — DN ELZ A6 St AR i 48, {15 ik 45 & 45 1)
r] DA 5 RN b 0 3R T 2 T AN TAR R L ICD3 2 AR R A4 & /M E AR F o 5, 3 i 42
AL I A AT HE H 745 e GEAMA) L TmmE7 (%2 85 ) JBPTI/APPT (Kunitz 4% #48)
Ras &t HAF-6 (PDZE5F350) R H R (IR %) (CTLA-4.Min—23 (JT45 &K (knottin))
e iiz# tE H (anticalin) .neokarzinostatin.£Fi%E Mg [ 45 f438 . 4 o 3LF 5 5 25 f i
(StumppZE A, Curr Opin Drug Discov Devel.10(2),153-159 (2007)) B fii % it 5 H
(Skerra,Curr.Opin.Biotechnol.18,295-304 (2005) ;HosseZ§ A\ ,Protein Sci.15,14-27
(2006) ;NicaiseZ N ,Protein Sci.13,1882-1891(2004) ;NygrenfiUhlen,
Curr.Opin.Struc.Biol.7,463-469 (1997)) & {it . JLLLAI L5 & 7> TR PUA , BEALLEZXURF 7
PEPLA .

[0114]  5ARKIIAEKHIARE “BEES 57017 & 3, Ir A T LA H fx (o] 5B U 455 4>
e B 43 1 B AR T LA AR AR B AR AR BT A (9 g S R T e A
ACIRFA AN — %) o PRI, BRBEAS  0 1 RT DAAR IR A K I A0 B 0 ade e e 45 5 5 A b i) &2
PR AR IR T o AT S A K I R A SCE SO I RE T

[0115]  ORIE “Piik” i) 5 CAFE a0 5 v B B ik & PuiE R bR . N BLAR T ifk
DA Sl Ot gFab fr BO S T7 58 budd b Be sl i A= Mgk — 2R EF (ab”) 2. Fv.scFv v
3 Bl 5 ) S A N 5 A S AR RGN oK A B0 5 RTINS VHH L VHER VLAY — /> R] AR 55 1) 45
[ BT AR 5 AL S T AR B A 2 BR AR R AT AR S RS, FL ST T R VIX OSSR e R A S
PR B R AL ; Z W inHar lowflLane (1988) A1 (1999) , Fik 5] 3 ;KontermannflDiibel,
Antibody Engineering,Springer,2nd ed.2010f1Little,Recombinant Antibodies for
Immunotherapy,Cambridge University Press 2009.1X 4% Bk 85 [ 5. 7] A8 25 f AN Y
i AR NN R Y b ) T RERINTE R S NE A R B IR I L NE R VS Ay 14
1522 IR HI I — N B A B

[0116]  FF& Bk e U EANTUAAR v BUIAR 15 A K W AH 5 IR 46 G5 ) 3 ) SE Tt 7 58 . 1%
e BN PR B S G BRE R EDUR , IF H AR e DA€ 408 ‘LR g5 & 45 L “Puiss &
BB bk & X7 .

[0117]  FFE X —5E LA BRI AR TE AR I BT A S0t 77 22 87T LA N R GE “Biidtsy g
7T o iR RE W ALFE XA (diabody) BUONESE IV B A] (DART) Hiid ik — DB AR F] (R
R R t) LR UL, BRI (Tandab’ s) » FH 0T 25 807 B8 “PlpidR” : (VH-VL-CH3) 2.
(scFv-CH3) 28k (scFv-CH3~-scFv) 2, “Fc DART” Jifk & “1gG DART” itk , & £ Hifk
(multibody) a1 =444 . o BR R B A] AR G5 AL A AN (A 75 73 B8 ) oA BR R AR 25 M 22 ik
W 75 BOR 22 R, 1% 2 IR 5 AR B R AR 45 W4 22 ik P F1 I — N B A LA

[0118] A& & M T 72 & A1 HT , 3 HLAT DA 7= A2 b R Pl @ 4 (Puds fi /85
BO o BRI, AT DB B ™ A (FiAk) AT AW sAbh, Fiik B T A S AR i) R Ou 3
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% W H % F)4,946 , 778 ;Kontermann fIDiibel (2010) , Fi& 5|3 ; FLittle (2009)) A LLid&
F 77 55 Br e — Fh il 22 il 22 R 57 1 PR SRR AR o R A1 , 5 K IR sh ] L SRR IE S A
R BH ) 22 R AR A B A 0 S A N TR AR AR o 6T B T B A I 2%, T Dol
Y 2R 5 TR IR A7 AR B B AT AR R o b 2B AR IR 52 49 B 45 2228 3R R (K Shler
Milstein Nature 256 (1975) ,495-497) \ =R 3+ AR  ABAIE 243 R H AR (Kozbor ,
Immunology Today 4(1983)) FMEBVAAZ M ARLLF=A N B FE Pk (ColedE N,
Monoclonal Antibodies and Cancer Therapy,Alan R.Liss,Inc. (1985) ,77-96) . {1 H
T BIAcore RE1 R 55 & T IL 4R nT H T 58 51 45 & 21418 2 KSR AL W B AR a1 2k %
PR Z Bk 1CD3e (Schier,Human Antibodies Hybridomas 7 (1996) ,97-105;Malmborg,
J.Immunol .Methods 183 (1995) ,7-13) A& B bR SCH b A8 2], RiE “Piig” g ik
PR, FLRT LA QAR SR SCRTIR I 1 32 v 3R, 9 a4+ 3 Ak mT DA e L 48 p 9 2 1 T RE
SN P AT IVERZA

(01191  ghAb, WA e A ) AR IE “GUAR” B9 B AR SRR (1 LR 1 AT A= P sl A8 ik, i ik
FTAE Pl PR 7R 5 BT R BU AR AH 1R R R 5 P o PO AR R (1 S B A R AR AN i S A Rk
A HiAR (Z W nHawkinsZE A . J.Mol.Biol.254,889-896 (1992) flLowmanZ A ,
Biochemistry 30,10832-10837 (1991) ) Fl—Fak 2 Pk N4 Tl e el 28 B HiAAR R AR (2 W
151426 [ £ )5, 648, 260 ; Kontermann #1Diibel (2010) , Fi& 532 MLittle (2009) , iR 5]
30) [ NJEA AR A

[0120]  ARSCAT FARTE “Brlii g & a5 3  “Prs &5 6 7 BE fl PR & X7 2 fe bk 7
[ — B 5, %A 0 B ST PR S PR Z (AR R 1t 45 6 () SR IR - B DA R S PR TR R 5
A IR ) 35 70 RN AS SC B SCHTR I “FAr” o i i , F0 R 45 A 4 My 8 mT DA st R
PUARRRSE AT AR X (VL) FIT AR E 8 nT AR X (VH) 5 (H 2 HAS 06 [F) I B P AN ] AR X 51, Fd
R B EAPNVHX , B 5 R B e PR 45 A 45 MR AP R 45 6 TRt - Pk bR 45
G B se B FE (1) Fab B, & —F A VL VH CLAICHL 25 M3 1 B840 Fr Bt s (2) F
(ab”) 25 Bt , Hot— R B 7RG BE X 1) R BEE BRI P A Fab B BLI M B B) Fd A
By, HE AW/ VHFICHL 5 #4348 s (4) Fv v B, A Pk 0 i VLAVHZS #3805 (5) dAb v Bt
(Ward%5 N, (1989) Nature 341:544-546) , H B A VHL 35 ; (6) 70 B B H AR E X (CDR) ,
H1(7) BASEFY (scFv) o RV F BRI AN 45 R 38 R VLANVH o 2 57 1) 225 R 4 A L (L2 7T LA ASE P
HA RS A R E TR e ADEE, TSR R O R — R B, 1%
B HR I VLAIVHX B0 T8 B AN 1 (RO 3L BEF Y (scFv) s 2 DLl inHus ton%E A . (1988)
Proc.Natl.Acad.Sci USA 85:5879-5883) o iX Rudi A F B R FAGTISE AR N 51 B A & JI
FARIRAS , I B VL5 e B G AR R 1 77 2R VPl 1% 28 F B () T RE

0121 FEAf ) (G B iEH TR OL T , e, 0% 3227 I K B AT 21 2 DL AR B A
T i 5 — I EE g a3 ] DA et ST ORI A X 0 1) 45 R Sk o S e b I i
SR TSI it 5] P 1, AR B 0 A7 g S A A2 XU S M PR AR A AR, B I 3% A2 XU
S BEEFY (scFv) o UURE 51t BLBE 43 - PE A 83 R 2 2 A1, HF HLAEWO 99/54440 Mack,
J.Immunol. (1997) ,158,3965-3970.Mack,PNAS, (1995) ,92,7021-7025 . Kufer,Cancer
Immunol . Immunother., (1997) ,45,193-197. Loffler,Blood, (2000) ,95,6,2098-2103.Bri
h1, Immunol., (2001) ,166,2420-2426 .Kipriyanov,J.Mol.Biol., (1999) ,293,41-56H1
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Fr i o 5 2 BH AH G 1 CD33HE [) A4 & W0 ) — A SE A9 A2 OURE 57 14 B 85 ) 7 AMG 330, Hi i i
TE Fi B 1 S5t ) P s F

[0122] A & FEA ST IR B HT AR R G A o 11 BT I mT AR s d 3 mT DL s st 7 A ) i 82 7 7 41
AT R AR AR B ) ARAE “IRE R 17 8 SO 2 1R 7 91 - 8 iR 2 2R R 7 41, A
R BT R A (1) 35— 25 R RN 28— 5 A B R TR T A48 I A o T U 22 1)
BERRREAE T BT I8 IR 2 A0 B A AR 00 58 B0 1 o o IRGZE 4 1 R a2k 1) PR T B A0 4
Gly~SerMIThr, KRIETE T K B NS B 25N R IR I . A @ IR IEH: T AR E L4,
751,180414,935,2335W0 88/09344 H Hfi ik (1) AR LE . JIIZEF2 1 B DLk S it 77 S8 IR RFAEAE T
TR FH)61y-6ly-Gly—-Gly-Ser, BIG1ysSer, B HE&¥, Bl (GlysSer) x, Horx & #4154,
B K o BT R B T AL, B AN 3 g g R, S AR AR P B 20 i 9 B fn iR T
Dall’AcquaZ® N\ (Biochem. (1998) 37,9266-9273) .CheadleZE A (Mol Immunol (1992) 29,
21-30) LA M¢RaagFIWhitlow (FASEB (1995) 9 (1) , 73-80) o i AN AT AT — 2% 45 Ky i) ik i35 1
SE LI o an S it 451 A BT , 49 e g L ] TR SR A P &5 A 3 5 40 e ) 0 2 o T o) %
A FAT H A b 3% B 0URE S B ) Sl AR RN P R 7L 30 0 AT B B A B P 3R e AT VR AE AR
Al H 2 A FE (B anwo 99/544408%SambrookZs A\ ,Molecular Cloning:A Laboratory
Manual,Cold Spring Harbor Laboratory Press,Cold Spring Harbor,New York,2001) .
[0123] S T3 FE A R WH A A i) A v 1 22 /D AN 25 5 435 R ) B 52 7SR 0t AR 3R 1)
R AL LA 2 R TR TR A , a1 24 2 FE R Bk A Bl 5 /D o AL, 124 V1140104419
A BN TA 64 BE AN E E RR H JE 1 I 1 1 R LA ) AR B A /D T 5N S BRI 1 i
BEFEEFA3 2B NEARER, L E SClyrEE TR IER AT T R
I B AR A G Ly o PR L, Pl SZE 2 7 P A BH B — 2 PR G Ly 2H Bt o

[0124] WAL R R R VE “B v B DA & 48 A B[R] B f 0 B o SRAS 1 i, BB
T AR LA B AR AE ) AT BE R ARAFAE 1) 9 AR AL/ s B3R S A8 T (19 i S A4k s Bk ek 2 4b , 749
JSCZ A ) B AN B AA A2 AH [F] 1R o R o B U AR 2 v BEART S P 00 B 0 B — I P SR AL o e Ak 5 A
bb T8 B R A X A R e R (GRAD) BIA R BT R (2 3 B8) Prik il &4, A~ Hog
B BUAREL XS HU R BB — R R B T e TR R BOE BE BRI A R 2 e TE T e ATE
ok BRI R IR R A A G R BR AR V5 G ABMAE “ B R RN PR AR R
JR TP AAR B H R AT () 3K — SRR AIE , 1T AN SR A 8 D 7 B Jd i A A o 8 T VR T AR A LA - 15
n, EEAK R A i BA A FH %) B v B AR vl DLIE i B IR i Kohler®§ A\ ,Nature, 256 : 495 (1975)
FE IR ) 2422 98 5 1Rk ) 4%, B T LLE I A DNA JT VK i 4 (3 05 n 5 [ & F1)4, 816,
567) A LA FH il n7EClarkson% A ,Nature,352:624-628 (1991) fiMarksZE A,
Mol.Biol.,222:581-597 (1991) H i B A NG “F o FuA”™ MR B A4 044 22 v 43 B8
Ho

[0125]  RGE “NPUIAR” GLHG B A FEAR b5 BT AR S0k O A0 N A2 FE 41 R e e 3k i 1 )7
FIf AT AR X ANE 2 X f 3k, B 3E B i Kabat 25 N (2 WKabatZE A (1991) , FiR5]30)
R AR B B AU AT B RE R R N AR S AN R S BR R A A G 1) S R ik S
(UNTE AR AN 8 sk B ATLERAT r e 5 1 175 738 5 N BSUAE AR P JE e AR 2 i 2R 5] NI 3R A%, il an 7
CDRH, ¢ A2 FECDR3H o ANPUARTT BA D — A A=A UAS AN BCE 24N FF 3R
NAETA IR F e BREE 7 51 Gt 1) S 2R R ke 2 B AR A7 A s A A ST A FUAR ) 78 X

16



CN 111888474 A W OB P 11/97 71

SO IR R A NP, H R AL HER SR N AN/ B A8 O i N LA 41, an el DLE e A R
Xenomi ceft] Rt HE RIS B HTLE

[0126]  “Pi AR () SE B ELHE AE NPk S5 A 27 ik (006 dnHawk ins %8 A
.J.Mol.Biol.254,889-896 (1992) FflLowmanZs A ,Biochemistry30,10832-10837 (1991)) #il
— Pk 2 RN Y D e LU B BLAR RAR A (S W nSE [E RS, 648, 260 ; Kontermann AIDu
bel (2010) , EIR 53 ; FMLittle (2009) , EiA 5130 I NIEALAZ 1A

[0127]  ARSCAT H “PRA =AM PTAR” 2 Fa nT AR X (402 /b—ANCDR) (1 430 83 73 7E 3 g2
2 i 7 3 (A AP B A F 7 B 1 TS B R AT AT R 8 M S 1 IR 7 A1) S B SR 4 S e
(1177722 R = AR U o R 2 AR AR I AN CLFE 7E S e A A el 2 R A E HE P AR 16 7 271
[0128]  VHANVLAECRS — AL I B FR PR 45 A 67 r o i AR T VHIFI CHEE P 3k 45 78 SN CHI - B4
LA B R — AN LA B 2 2 BHEE , T 9 AN HEE I — AN el 2 A b (B e A [ Fil 2Y)
187 b 3% 52 o VHAH VL G5 A4 350 R 0 PR O AE 22 X (1) DY A AR R <32 7 F1 IX (FR1.FR2 \FR3FIFR4) 4H
J8C, T R T 5028 7 A1 = A X8 (BLUFRRE X, CDR) 18 48 . CDR & A 1 Sr Ptk S5 HiJE i
R S R ELAE FH £ K 22 B05% 2 - CDR PR 9 CDR1 . CDR2FICDR3 o K] 1t , B 4% b I CDRZH 43 ik
YEH1 JH2FIH3 , 1M %% B i CDRZH 73 4 AR /L1 JL2FAIL3

[0129]  OR1E “RIAR[” 22 48 Sy BR AR 1 45 13800 76 7 91 vh 3R 30 H Rl AR ) LV R g
R 8 PR )45 S VAT 25 A S AR )35 29 (R, ] AR 5 4 3807) o I AR MR IR 50 20 A T hidk
[ HEAS W] AR 25 F 3 5 AR v 7 B B AN 4 T AR [X & B I T 4 A o X S S R IR AR
“EA” X B HAMREX” (CDR) o AT AR S5 M3 A A PR =7 (B AR & AR 1) 3 70 Rk A “HESE” X
(FRM) o R SR A7 75 1 F 5 AN B 00 AT AR S5 444850 % A9 25 DU ANFRMIX, ik PO NFRMIX K 22 % H
B-Hr BLEM, Foth = N AR ORI O E RS, I BLAE — 2815 50 T T B 4T B 45 /I 13
73 o FRMfS 13 R 25 B v 1) 3 8 X AR FFSEIEAE — e, R ok B BB S A X — 2 F B THis
GEGAL S TE L (B W Kabat2E N, EIR 5] 50) o8 & 45 M F AN BB AR 45 &, (HR B
2 PPN DT AE , W, B B AR AR 1 4 A 5 1 4 B B P R AMATE AL

[0130] R “CDR” R H A # ¥ X “CORs” & F5 HL AN E X (CDR) , Ho R = /MM 2 55 m AR [X
() 45 & ¢ 4 (CDRL1\CDRL2FICDRL3) , =A™ 44 i, 2 % W A% X 1) 45 & % 1% (CDRH1 . CDRH2
CDRH3) « CDRA Bl P44 43 (1) T REIE 14 - Bl A4 il By S Bl B8 X 1) 2 L PR 7 91 4 B o B U0
X F ) CDRIA G A B2 32 BIANIR] 73 S M i 5 RS0 1 5200 o AT otk , CDR AT LA JE i Kabatt
Chothia BB HADATAT 10 5 8 L Fa 8 , A TR g5 240 R B AR RML R,
XL RGN ER R A AR BN BT R AR X A — e FE I E B R R X
e 2R 40 () CDR A8 X ] DAt I 3/ () HE 42 X7 B AN 51X 07 A B AN 6] - 2 L9 K abat
Chothiafl/E{MacCallum (KabatdE N, ik 5|3 ;Chothia®E N, J . Mol .Biol,1987,196:901;
AMacCallumZs A, J .MoI.Biol,1996,262:732) AH & , {K¥E AT i I Kabat R G 4 5 A%
¥ o 455 1) CDR 3 AR 73] 2 2 % (1) CDR3 ] R A4 i 5k AR B4 m A8 X PN PRI L iR & 6 ) e B 2 1)
WRE R o AE— S FUAAR R AR R, BT B CDRS BT #4 B 470 SR RN T A% 22 1) s f ) = T2 X 35,
H1 CDR3EA M 78 A B A 32 43 5 58 T DA S e 28 Bt 4 1) 285 45 R 1 B e R 2L e 5k o e i
254 AF ok .

[0131]  “BEAR B .. AR R E AR 7 FI A T FI25SEQ ID NO: J3 51 ] LLARAL 2
1.2.3.4.5.6.7.8.9.10.11.12.13.145515% , HA SRR BE A S BT ik () A W 2
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[0132]  #E—EsLji 7 B, R IR 456 0 2 or S I s B el A Fain & E i
OB EE AR E 2D — Il 5 e RIS AR B, 1 e sigh e A
fn R ) B /D25 B % il & /D ZI50EE 5 % . n DAER AR, 43 B8 A AR AT DAAR 17 0 A
R RS FE 599 . 9 E 5 % o M5, mT LLIE A B 5 5 2 S B T B R R IA A B TR R
EREWR N & R, (A5 1% 8 LR I B IR B KPS il 12 5 SCELHE AR £ Fh AN Sk
W LRI AR AN/ B0 T AR R PR 4 A B A R

[0133] i i fsf AU & R0 B PR AE B, SR E 2 B8 7 #1270 1) — 14 R/ Bl A AL
P, IR AR AFEHEAPE T, Smi thFWaterman, 1981,Adv . Appl .Math. 2: 482 J& 3 5 %1 [7]
— 87  Needleman flWunsch, 1970, J . Mol .Biol . 48: 4431 7 4 [a] — 4 L %f 5572: , Pearson
AlLipman,1988,Proc.Nat.Acad.Sci.U.S.A.85: 24441 AEALIE S 2207 V%, iX B Bk (1 i 4
PAL 2 773 (FEWisconsin Genetics Software Package,Genetics Computer Group,
575Science Drive,Madison,Wis.d ' {JGAP.BESTFIT.FASTAFIFASTA) , iDevereuxZE A,
1984,Nucl.Acid Res.12:387-395%iiAIBest Fit/ AL, Lkl FHER N E , B 8t
R AR, (6] — 1 0 thiE i Fas tDBE T LA R S50 5 AR BL S0 20 A L AL 7 1 =
LR/ 80,33 I 143 N30, ”Current Methods in Sequence Comparison and
Analysis,”Macromolecule Sequencing and Synthesis,Selected Methods and
Applications,pp 127-149(1988) ,Alan R.Liss,Inc.

[0134] 5 FHI) SV — AN S PILEUP . PTLEUPASE FH ¥ 33k 32 %5F kb xof el — 2EL A 5% 2 51 1)
Z B P HILL ST o B AT PAZ il T B bl e ) 2R 2896 R AR . PTLEUP/# FFeng& At FJ4F
JR,1987,J Mol .Evol.35: 351360/ #it bt Xt 75 v: B i . X5 %7 VAR T HHiggins A
Sharp,1987,CABIOS 5:151-153 AT i i) 77 v2: . 5 FRIPTLEUPZ B W HH BRI 25 A7 AL EE S . 00,
RN ALK RO . 10 IIA i 25 L

[0135] A M B ER A — D2l ZBLASTHE M, fid T :AltschulZ A, 1990,
J.Mol.Biol.215:403-410;A1tschulZ N\ ,1997,Nucleic Acids Res.25:3389-3402; fll
KarinZ% A\ ,1993,Proc.Natl.Acad.Sci.U.S.A.90:5873-5787. 4% il H FFKIBLASTALE F & WU-
BLAST-2F2 % , iZ 2 FF MALtschul 28 A ,1996,Methods in Enzymology,266:460-4803K75F .
WU-BLAST-28 LM 2= 24k, Horp K 2 B vl v B oW ERME - T R S 8ohk i B o8 B U
ME:ESERE=1,HS0%=0.125, 7HE (T) =11.HSP SHIHSP S2Z:#e shaE, i
R 58 7 AU AR AT H AR 7 5148 28 000 RE 5 00 P 1 2H R R R P AR B ST SR
BT 4k R 1T DA i R

[0136]  H—/Nfg HM LR HALtschulZE A ,1993,Nucl . Acids Res.25:3389-34023k 18
(1) 2% 7 BLAST o 2% 5 BLAS T/ F : BLOSUM—62 % A 1573 s N9 B TS 40 s IR A A 7 7%, BA
Kefih R TC ALY R, WAL K R R A0+ 1) 3% B s YA 161K Xu, AR 4011 Xg (T £
HRI B 5% 6T Xg (H T FIE 1S I B o 25067 5032 B BT R 2 2210 e 11 1543 fi
Ko

[0137] 3@, B AN ARARCDRZ 8] 1) 2 25 R [F) Y 14 AR LMt B R) — 148 5 AR SR IR (14 7 971
[ 22 /080% , 7 H. 58 d Y 3 B A5 % /085% .90% 91 % .92% .93 % .94 % .95% .96 % .97 % «
98% 99 %  JL-F-100 % [ e 3 5 38 1y ) 5k 5 R — o AR T AR S e I 45 6 B H A R
FFANI D28 e B[R] — P H 4B (%) 7 BLSRLR 77 S 8 ORI P 21 53R 456 B
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G0 T A A% R TR R A ) B A R TR 2E 1 B 49 Eb o BRI 7 i R A BRI S 50
WU-BLAST-2/BLASTNAS B , 3o v 5 B 5 i 1 6 28 29 H0 43 73 B 110, 125,

[0138]  JE %, 4filh & AL AR CDRIAZ T BR T 41 FA SCFT i (1 A% R 5 4 2 8] B A% B8 7
F A 5 S FRALPEE B R — 1 2 280 % , I H. 58 gL A s B A5 52 /180 % .81 % .82 % 83 % -
84% .85% .86 % 87% .88% .89% .90% .91% .92% .93% .94 % .95% .96 % .97 % .98 % &k
99% « JL-T-100 %6 (1) 32 7 438 14 [ 05t 1k i R — 12k o

[0139]  [Ak, “ABAARCDR” J& 5 A K& BH 1) 55 AN CDREL A 5 5 [R) YR AH AL 5 [R]) — M I CDR
HILZ A2 ThEE , B FEEAR T2 ACDRAY 22 /080 % .81 % 82 % +83% 84 % .85% .86 % -
87% .88%.89% .90% .91% .92% .93 % .94 % .95 % 96 % .97 % 98 % B 99 % [ 4 S P A1/
BUE

[0140] R T 5| NGERR T 51 AR A0 A7 5 5l DX 35 T 50 A 72 1) 5 (EL A TRAR AR B AN b T
St g I, R T ARAGAE 25 B AL AL R SR AR R PR RE , TT R 0 R 1 B IX 3k Ak a3 AT B AL
A5, I EUg AT 75 05 M ) S AR 2 A R TR B R R I bR 45 A BRI DRk . I FE R B B Ay
A FTDNA A (1) T3 58 7. pot Ak 3 e B 80 5 A8 1 8 A 2 A Bt JB1 19, 49 2, M3 51 9 15 A8 RTPCR 5
AR o GEAFA 97 35 R FH BT IR 45 B 10 1 00 W 52 T VA AT, B S M an 4h A R AN A
F1% Bfr 34 4 M 3R T 40

[0141]  ORIE “F IR B R AR B hR 37 i W T B ARG A 1 SR, anidk 3 LA
TR : NAR Alaifd) s FE 2R (ArgikR) ; KABENZ (AsnkN) ; KA (AspakD) ;
PEEIR (CysBLO) s B A MM GInEkQ) s BEIK (GLuBKE) s H&RE (GlyEkG) s H &R HisEH) ;
Frezd R HeskD) ;52 R (Leunll) s M2 iR (LysElK) ; A2 IR MetBM) ; KA 2R (Phenk
F) s IR (ProZiP) ;s 22 &2 (SerdS) ; A &R (ThrELT) ; A% IR (TrpEkW) ; B & FL (Tyrak
Y) s FIARE R (ValBkV) , )R nT DURRAE 75 A0 B & a7 L) S R BR - 18 5, T LK
FEER 20 N B A AE M EE (fnAlaCysHe.LeuMet.Phe.Pro.Val) ; B4 i 6 B a7 1 ) 6
(W1Asp-Glu) s B AT IF H fof 0 M4 (AnArg His.Lys) BLEAG AN H 17 IR AR P ) %5% (4iAsn .
Cys.GIn.Gly.HisMet.Phe.Ser.Thr.TrpfITyr) »

[0142]  ASCAT ARG B2 X" (WAEHR N “E AN E X BUCDR) & 8T T G e Bk 5
I IV-IX 2 a4 G o 2 B A i i 37 40 ol AR PR ) = AN DY AR X)) (1) 8 B RR GR 5 , BT i 2
SEPR TR I R BU IR 45 5 L 55 I 2 PU IR 5 1 1) 32 B 8 e o 22 /0 1 R 5 1ok %5 73l CDR %
5 () E TR 5 A5 7% (BiKabatZ5 A, B3R 5150 /1 (2) 2T HiE-TAE &Y
(1) S AR S 9810 7778 (Chothia, C& N, J.Mol.Biol.196:901-917 (1987)) . 4R T , S M5k
HEMBEAR e HEE HAMBERXINE, DB A4 E DL E LAACDRAERZ, — KIS »
FIT i CDRA 5 () 45 T e AR 9 i i i Kabat (4'5) RAHEAT -

[0143]  ARiE “HELLIX” 2 FRPU AT AR X K AU FT A7 7E T 5 2748 (R =48 11) CDRZ R 1)
HR 3 o BLI Y IR FHHE S8 X PR AAE SR 1 %24 (FR1FR2.FR3FIFR4) FH7E = 4 %% ] v 9 75 ~CDR
(EASKRE ESE, A REARED 1 2RO 42, N PR 45 &R .

[0144] ST HN, CDRJE A AT LA 23 SN A SRR L 2504 o RAE “G IS R Ie PR 4 &
(CDR) ¥ BT R HUA -8 M 52 o bl P B 5 A 78 R B, AN AR 45 & 3 i AN EL A AT
MR A BRI A S 25 M RRE v 78 T 2 KB 2R A o DR, oA [R) 6 B2 3
AT LA A AR H AL = 4R 25 1, R IR B IR R [ R A # LA B R R IR Y A ] AR
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(ChothiafiiLesk,J.MoI.Biol.,1987,196:901;Chothia% A\ ,Nature,1989,342:877;
MartinfThornton,J.Mol.Biol,1996,263:800, B TH 14— AN ¥il i 42 30 51 FHIEN) o1k
A 5 75 R B BA 2 g 5 35 ] B ) R B R 7 91 < IR AR BR & R B 2 LR M S H A I K
FEARIAL T3 DL S AR S HE SR (RIER AR 53) PN DG B A B Ak 1 S B B Wk 2 v e o TR UL, R e 2 i
AL 43 B AT DA R X 8 OGP S FE PR R A7 AE IR Bl b dEAT o RO “B L 2587 i n] R L T
PURI 2% 7 51 (1) 7% JE, it Kaba t HEAT I 4 H 428 (Kabat%¢ N, IR 5]30) Kabatfi's 77
Z (RG) 72 2RI T BA— 201 77 4044 v] A8 25 R 3300 2 FE PR Ak B i A e, HL72
WA A AL SE BN I PR i B AR R B B 77 5 o S0 e S5 4 77 T 1) %5 8 IR 2t ml - e oA
1) 22 L 25 44 45140, AN RE FH Kabat 2 5 4350 S il i) A48 22 S n] LU I Chothia % N I 9% 5 &
S IR RN/ B0 I H e R (5 AR R AN g Bl = R B AL . K, 25 I PLAA
JF AR DA BT R B U H A, 124 R e VIR B A IE R R Al (chassis) [
H) (a1 S AE SO h AdE 2 M LS5 1) PUIR R TR 7 51 ) Kabat w5 FliChothia%s
N (3 51 30) $liids (1) 25 46 7% R DR 3R DL K 0470 44 &6 460 1) 28 L 7 T8 0 B 40 2 M # 38 3C
(G

[0145]  CDR3HL AL M & HLAR 45 G AL sl N 73 T 2 FEVE I B KR TR o 91 AH3 , W] LU 22 I AN 2
PRk Hk Bl I 26 > G R ke ik o AN 7] S 2 (1) F 3 3o B 1 1) STV 0 235 g P = S A Rt AR AT
AN . I T PR g M ) 2218 2 M Antibodies:A Laboratory Manual,Cold Spring
Harbor Laboratory,eds.HarlowZ A , 1988, A& AR N 52 GEWE I 1R BB T IE 25 #4 (U
CH.VH.CL.VL.CDRFRZ:#4)) #5534 v B, an 4 & 2 51 J5U Y VH L VLERCDRAE & (4 #8 73, B 47T
JR s 6 B, B, WIgh 6 2 A0/ BUSGE WIF ¢ 52 AR F /B I CHAE 22 (1) 35 43 - CDR 4 734 #h 5
Kabat CDR, #liiA T Sequences of Proteins of immunological Interest,US
Department of Health and Human Services (1991) ,eds.KabatZ: A\ .5 — P HTFRAEPL
JR G R bR E 2 TR W Chothiafi IR = A2 38 . 2 WA inChothia®d A (1987
J.MoI.Biol.227:799-817) ; MTomlinson%§ A (1995) EMBO J.14:4628-4638.104 F4h—
FrdEROxford Molecular ) AbMET A4 @ B HAE A A ADMAE X o — %2 WA iProtein
Sequence and Structure Analysis of Antibody Variable Domains.In:Antibody
Engineering Lab Manual (Ed.:Duebel,S.flKontermann,R.,Springer—Verlag,
Heidelberg) . A] & £ Hh H BT ik if) 9% T-Chothiam AR MR ELADME X34 B AL O R Lt ok T
Kabat CDRPTIA I SE it 7 5 -

[0146]  7E4H 2% AN A M AR Ji5 HUAARSE LR 1 7 31 72 v FE AR A 1Y, I LI H 0 4 i i R o o
i 10" O Fh A G P& 2 F (Immunoglobulin Genes, 2" ed.,eds.Jonio%s A ,Academic
Press,San Diego,CA,1995) . (Rl , G R G FR i Ao e Bkt B O 1% o R T 87 S 4 4= B Bl
3R A 2D Y b — P BREE B TSI 20— NIRRT A ik FF Z1a] L IE
ok PEAAR N ELBE RV VDA T BRI B R VRN T B BT AR B IR R A1 AT LALE Wi N
Tl an A b sk A EAHER AR R R AR B, BT A1) 8 8 43 B A AT @ 1 DNABY 452 L #%
TR A8 S BTk, 2 WA an 55 [E L F5, 565, 332 — M AT G dH A — AN 7 771
AR Z AN T A, ARG R 2 R S I FTR T A

[0147]  tHA] DA AR B A S IR I CD33#E M4 54, B 1 456 S SRR _E 1 4R B 2 1 77
T-CDI3ATHR M 4R K I - FICD3RI ThEe , vl LLEA F A Thae . LI X, @it 45 & 2 40
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2 0 ) 200 PR 22 T P CD 3 3SR B 1) £, 388 3 CD3 45 & A 5 40 it 5 ) T B 3 1, I 3 it 5k
—DHIThEE %A B YR 2 TIReRIE W, Bk it — 0 1) T g arin e 5542 2505 40 P arNK 44
R A T B AR A6 2 110 00 L 5 1 1) T B S BRI P i e 5 M3, TN 1 B 1 45 & S5 M 3 2 K
2 3 U 14) &5 M IR B i = AR A T 4 B PR I KAk B W43 T B B I F e 1 58 45 3k
prid CRAEE) AT, 1697 71 a5 3 BUBUR PEAZ 2=, A1/ B o 37 1 3 JA ) 7 &5 .
[0148]  RiB “RAL” TR L A 45 M P 55 G 9% BR TR 1 BH P B S e Bk B E AT AR
Vel B S SR R S A PR BRI A SR PR TER , IR A S AT IR R E R AL
Bt F “PU M g A7 BB R e AR o TR LG, BT 4 S5 MO “BU R AR AR AL S o Bk
ShA /A EAE B AT AR A 8 SR SR A AR AN, BT IR S RN 0 iR T
53 FCD33EKCD3M 45 e JERAL (RF 1) 255 /M EAE I 45 & 5 M2 ik sl e sk B 1
H TR 256 S5 MNP B S % BREE 3 B VHAR /B VLIX .
[0149]  “FRA7” Bk ] | A0 2 3L FR th nT ] 3 ik B8 (1 B A = T 8 i 9 21 ) A AR U AR 1R
TE R “GRAERAL & Ho E IR — 2T 51 & A B IR R AT 1) R AL o 7 — MR [ 7 51, 28
PERALE T BHE 2 D3 B E DA CHE T 25 B E DA B E D TA BN ZI8AN B
102 LR
[0150]  EZRPERALAHLL , “PYRFAL” XK I RAL , oA 44 B BT IR R A1 11 2L R — )7
FIAS T VR A AL [ M — 5 SRR (ln, AR SR TR I — T 1A — B 4 45 & S i I
B FAL) o SR PR A 2 R AT AR X 2R M R A S B B I R R - % TR R R AL R
A5 BT 25 4 25 M3 U B iR S P IR B B 1 B B ) = 4R g b (TEA R BRI B e,
XTS5 G MR — PR A S RN LRI 2 T N) B, MEA S TS
TE R — 4L S5 AT, T U G R A I S e S L R A/ B 22 K BE o R 81T 20, AR i P4
B R ) BT SR 1 72 R AL A ) 5 VR B FRAEAN R T, X 4 di A 2% 4R RZ G 3L iR (2D
NMR) 3% F1 58 A5 ebric i S i FIRE LR (EPR) J63ik o 54k , A SCHR b Se iR 7 it 5
KRB B S 7 — AT B ZA E S S B RERE A ES e R
I AR 1) A B L %) 4 PR 2 T 1 — N B AN RALAR T
[0151]  ARSCHT FHARIE “RALAE” FKon L T PU R IR 8 42 X B (stretch) H IR A7 1
o RALFETT AL S — AN A B 2R AL R AL FER MRSt m] T RIEA R 4547
THIHRFE
[0152]  RiB“(§ef%) 454 27 Rr S RA SR 1A A1 5 M EAE B A R AR I &
B A AR R R SR A — A G R DA CERIE Z D = A HE ik
£ /DA EIERR A EAEH -
[0153]  ARSCAT FARTE “Re A EAE L “Re etk &7 B8R e 45 7 R 1R 45 & 45 i
X R T B B R SR I AT ) S A, S ELE S 2 X BRCD33ECD3 2 A ) A T ER
PR R I H B 10 S B o AT Al S S R AL FE DL 29 107°M (KD) B8 3 55 A 45 & o £
WeHh, Y gE A FIME 10T 2R 10 ML 107 & 107 M. 10 251071 107 E 10 M fh ik A 4
107" Z 10 M, BT 45 A i N R e e o TR LR B K B iR 45 A S5 M3 S R (B skt
JE I IS 55 BT &% A 465 K458 5 B4 CD33BRCD3 LA /MM 2 3 J5 B 7 B ) e 87 3R 47 B s, ] LA
TRGE A G MR T S AR e S N B A A o LA b, A R B BT IR 45 SE A A R GE
GRS A B FRCD33ECDILLAMY & A i Ei i s (R, 25— 45 S 45 MR 6 2
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CD33LAAI) a8 o7 HL A — 45 dh i i AN Re 45 & = CD3LUAM B L ) o

[0154]  RiE“BEAR LA A7 SUCDNRE 4567 2 TR AN K B Frid 45 & 45 138 A 45 & R CD33
UCD3 LA A — R A FRE TR , B 24 5CD33ERCD3 I 45 A7 W N 100 % I, %45 45 45 i) 5k
i CD338L.CD3 LA AN £ 1 BT I 3R I HE 1 S BLPE AN I 30 %6 , L A 20 % , BEARIE A
AR 109 , R AL EA BT 9% 8% 7% 6% 55 % .

[0155] AN e 45 & 52 21 45 G S5 A S8R0 IR 1) S 1R 17 91w ) R S e 22 e 1) 52 e [
U, 25 A P SEILR T — 2 RN/ B = RS M DL S BT IR S5 A I BT 25 3 LR
FHELAE AL f 5 FLRe S P 0 D () R S PR AE T AR Pl R8BI IR A s S PR I T B 4 o
A AEN A — PR B ER I 2 A6, TR A LA AL 55 R S5 P 0 s ) e 1 AH T AE
A FEUE S8 B3N, H T PR RO PR SR ER R

[0156] i (BLHE I Fr B, (e 2R v 1 v B, UL Rl s B /D 302 A R IK) &
B 2 AN KB AR IE 1) — N B AN EIE IR (T F= A AR R BE) o« A SCHT FARTE “Z JIK”
R T —H i I 30N H R A N 7> 7o Z KT it — DB 2 A an — B AR L = Bk
S SRR, B 2 F— A2 B T AL TR 28 R AR = R ARSI 2 Bk o Tl LA
FHIF BEAN R o 3% Fih 22 SEAAONT L 52 1 B 45 40 (R PR A R R — SR AR B e — SR A, TR — 5%
IRB IR = SR ARG o SR 2 BRI — AN S0 2 Bk o 7 TR R IRAFAE R X B A A
IF) P 2 22 JOA A A0 1 A R ) 1) B2 22 R B ALl o AT “ 22 K RN R A I 4B 4 RARB A I £
Jk/ 88, Forb Bl i A2 0 B an i S A2 0 (AnpE A . S A0 VB IR AL SE) 77 A AR ST R 21
“Z IR A DL AL S ABA , W58 20 AL o 3 HEAE T R AR AT AN

[0157] 4 BSHY” TR A SC R A JFHICD33EE [ AL & i, BRIstb e & W H =4
IRBEIR 20 43 Fh B R0 43 B R0/ Bl RIS o AR 3, A B AL B A S B S ok B PP AE IR
B S e 4 4 1 OBk . HP= AR IR 0 V5 Y2l 4y, o ehy 2B 2H 55 e A P AR 5 S TR T
ERE ) N2 BRI A= D= N p & S T RS i e S =g = WY Y e 8 e = Wi et 2 e a5
— MRIER S E T R, TRt A el & (1) 2 LLIE kA A AR I 3R A5 N K i
BN R L 7 S 2 /D 15N BRI FE B, B (2) 7R JEIE SR B4 JiR 2% 4F T il 1 SDS-PAGE A
FH 2 By 7 55 6 B A0 3 (1) AR G A B30 — 1 AR T, il — N B &t &= b — A alifk
IR 4

[0158] ¥ AH BA AT IR FICD33HE M 4k & WO B L 7 5B I 9l , 3 = AL S 4 &
o PR RN /B B A ) S P R AT DL AT ER » BT CD3SHE M) £k & 40 1) R E R - 41 A% ik de it
A AL IR 51 NIE 2 A% R A A B0l I Ik i) 4% o

[0159] X FMEMR AL, 5 U, 1b & I Z R BL 17 471 PN R 2= 1) i 2k A/ By N\ RN/ B30 3 ]
BEAT SRS HE N R B e AT B A DA B B R M AR, S5 2 S A I R S A LA B
fiE o SR AR A0 AR BT ARk S W BRI A S A B A0 A7 R 2 H B4 B . ECDRHY
PiE1.2.3.4.5.6.7.8 98 102 FL R ol 4t B 4, M AEHEZE X (FR) A, fRIE1.2.3.4.5.6.7
8.9.10.11.12.13.14.15.16.17.18.19.208% 252 FE iR ] 4 B e o A SCATIA ) B e fL i Ny
TRy Ve B e BRI SRR T 7 —Fhik 4%, 7E 5ANCDRA AT U4l A BB 2R 1,234 5864
RIEIR CUER, Bk T-CORII K BE) , T AE B NFRA AT BA4 AN B8 1.2.3.4.5.6.7.8.9.10,
11.12.13.14.15.16.17.18.19.208¢ 252 FE R .

[0160]  —Ff FH - 1R S CD3SHE i) £k A5 4 1) I b g I i X4 A 15 20 R AR e 7 B 1 A6 O vk
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BN NIRRT , %775 10 #H CunninghamFWe 1 1s £ Science , 244 : 1081-1085 (1989)
W R o FEAZ 7 R TR AR A W P B R I R B I 4 (s H ef R B 3, dnarg asp.
his\lysHlglu) H:4 A M Bl 7 far 1) R R IR (B e AT E IR B N &) B4R, T 52
M R SR A T AER .

[0161] SR )5 o B % T B 3 B A T e S0k 11 I e G B R Ao B e et 7 B o A A BTN
Bt B AR AT RS I R, RV T SN R T S AR IR A7 e A2 TS A E 1, (H
72 RAZA G I BTG 75 TS 58 G140, R 1 53 W SARAE 45 58 A7 U AR ) R I, AE B 25 B 1 B
DX 384T P 20 4 e BB ATL 5 28 3l i 75 s MR I e R IR I A S AR 1k

[0162] ik, S IEES T HHE N EFE K N1.2.3.4.5.6.7.8. 9801 0Nk R B & —
AN 2 AR 2 IR &R/ B 2 R il DA S B AN B2 AN S SRR TR A 1 7 51 N
N o BT CD3 3R ] 4k A4 1) 38 N 78 AR B 455 ) o A7 RN B C AR v 14T 5 T P 45 B8 55 186 I A
IIRER S BNl Ee

[0163]  5j—FhIS Y () AR A o G B R B ¥ AR Ak o A e, X 48Rk GG h 20 1.2,
3456789510411 3 R ik 498 AN [R] 110 B 22 485 AR o BB i T B e i AR 1 A7 A
B4 HL AN/ SR FEMICDR , JE 2 = AR X, (H 7R 5 A8 21 E1 % AN/ B B P RIS

[0164] 54, 4N SECDRJF F1) AL 6 Z LR , W AR BT S G AL Fe 1) — N AN B =B B
e o el , G SRCDR 7 16 B 15 R R R WA BX SE ZU LR T 1 — A A =AU A
FABELS A E o

[0165] i , SR B A5 A1/ B AR BE Y — > Bl 22 AN B A CDR H 1Y) 2 R 4 L # , U343 (1)
‘BB P IS R CORFHIH) E — it v 2 /b 60% , BARHE65 % , H 4 B AL ik
70% , R AIALIERTS % , EREHIPLIES0% . IX BERE 5 “G B 7 FI0 [F] — 1 F2 B ik T
CDRIJ K JE o i 2, EL AT 54N FE R U CDR 5 L 28 B e 1) 3 51 ) ) — PR AR 1% 980 %6, DABE LA
Z b — AN B ¥ 1 SRR - TR, CD33 ¥ ) A6 A W I CDR 5 FL 28 B 48 (1) 7 471 vl DL B A AN ) 2
FE ) [R]— 1%, 4, CDRL1 AT B A580% , i CDRL3 AT HA90% .

[0166] /3R] B 4 (BRERAR) A& o o5 1 B e o R, VEAR BT A B e (R4 AR A < 1 1 e o
KHHIT IR TRGIEE R — D EA) , RECD33E M4k &Y IR R & 25—
Sh G SIS 6 2 CD33F B4 B 45 & S5 i3 25 & 2 CD3e (1) g 71 A1 /B FLCDR 5 B8 f5 4
B P B AR —M (5 4" CORF AN [ — M A2 060% , L6 % , EE B ALk
70% , FERIRIETS % , B AIHLEES0 %) BRI WS,

[0167]  fR5FPEE HoR TR 1P “DEm B fIbR AN o a1 Fh B e 5 304 P 28 PR 1)
HCAE, JUIAT A 5N SE PR B0, FER TR RO IR e B sian e T S0 2 IR EE IR
R — B HIR B, TN PR AT I B R AIE 1) 075 128

[0168] 1. MR E e
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745 TP B R ik oy &
Ala (A) val, leu, ile val
Arg (R) lys, gln, asn lys
Asn (N) gln, his, asp, lys, arg |gln
Asp (D) glu, asn glu
Cys (C) ser, ala ser
GIn (Q) asn, glu asn
Glu (E) asp, gln asp
Gly (G) ala ala
His (H) asn, gln, lys, arg arg
[0169] Ile (I) leu, val, met, ala, phe |leu
Leu (L) E A, ile, val, |ile
met, ala
Lys (K) arg, gln, asn arg
Met (M) leu, phe, ile leu
Phe (F) leu, val, ile, ala, tyr |tyr
Pro (P) ala ala
Ser (S) thr thr
Thr (T) ser ser
Trp (W) tyr, phe tyr
Tyr (Y) trp, phe, thr, ser phe
Val (V) ile, leu, met, phe, ala |leu

[0170] ek s e 75 L4 58 T B 5087 - I8 38 A [R) 1) B 48 oK 52 Rl AR & BH BT IR 1) CD3 348 [ £k,
EVE YRR B SE AR A« (a) 72 B 3 X 380 1 22 KB BRI S5 4, andfr B BlOR e i
%5 (b) 73 FEREAL i A 1 FE Ay BB A 5 B (o) (B AR AR RR o 22 T8 LN AR5 , R IRA7AE
(R BREEA 70 AL T JLAH : (1) Bk PERD - IR 2R \met alaval leuile; (2) g KM
HJ:cys.ser<thr; (3) B4 :asp.glu; (4) BEIER) :asn.gin his.lys.arg; (5) 52 Mn&EH 7]
HIAkHE - gly spro; M1 (6) 75 &MY : trp-tyr.phe,

[0171]  HE{R~7 1t B ¥ 75 B X Lo R R rh i — PR il R 5 oy — R A e mT B AW
M HEFFCDIZHE [ Ak A W) I8 44 R AT =1 Dtz IR Tk it , 38 Bk v 22 1R, SRk et 4y 1
(R SRR E 1 BB 1 e WSS B o A FEAE P R PUARINS , AT~ I 2 R A I 2= Ak & Yok
P HARE M (REm 2 AP APiie i BanEy v B o

[0172] B AR A )RR ) A0 0k 1 SR B A0 8 B 3 o AR oA (an N U AL BN HA%) 19— R
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ZAE AR X TR L JE Tk ) T P R R BT S AR AR S AR e AT SE AR PR AR L
B PEE W A2t o — P 58 5 T A B b B e A8 A 1 T S0 % A G B8 A R 7 1)
SRR ESCR T8 5 2 BN R AR XA s (674N 50 H#EAT RAZ DAAE RN i AR R A 40
AT B 2 FE R B e o B U AR IR AR AR AR DASR H 22 BRIk TR A ORI BN T SR, A
SEAERRANTURE Y ML 3 JE R TT T W) k5 B 1 o A0 AS ST A - B Wk i AR e R AR A 2 J it
AT A (NS & R A TE) I « A 1 R0 A TR I 1 i 32k v 22 IX AL A3, o] BAREAT TN
ARG Z LR BUR 45 & BA B3 vTik i) w22 X Ak AR T /b — P R sifr 2
Gb, AT PR - PR E S AR T A o] LU B ai 1, LA B 25 & 45 385 i A CD33 &Y,
CD3 1] 2 fisk £ o AR 8 A SCVE IR P F2 R, 3 P firh ke ik 5 /A0 2k A2 T B 48 1 1k e
F o — H AR R AR B, 3 B A SC BT IR 347 1% 4 AR A1) ik , 9 HLR B — Pk 2 Fpiill s 71
200 BA R R Re Uk B i de th 9F Tk — 2Pt s

[0173]  fEASCH AR ZICD335R (A fb & M H e 24 o 451 40 , CD33HE W) 4k A o] LA 4 &2
ZMAFEA RGN — M, R 2R VRN R R AR R O S R
[P W o 0T LUK BT iR CD3 341 1) 44 A5 4 B 3 T B o) 8 140 ol e 38, 491 ol ok o 5 5 R o
o FHRR A (404 ) i W R A 4 2R Bl IR IR S AR (2 I TR PP BiR) T %)
AT AR 25 Wik 2248 (Wi B « 3 B Bk Bl s oK ORE R 44 K I 38) 5 Bl f 3
TR FLIR - X B F R iR TRemington’s Pharmaceutical Sciences,16th edition,0Oslo,
A.,Ed., (1980) .

[0174] AR A I B CDI3HE [m] 44 & 4t T i) 1 B 22 G AR o “Mlig o AA” & — M/ N3, ik
ANEEALF 22 PRSI ) I 0T B T R0/ BN K 25 4k 35 Tl FL B0 P B 2R T v 1k 751 I o A
(1) 20 73188 LLSUZ B SRS 3% 5 A W ) G R AR AL, o 65 Ak & W i T Joia A e ok A 45
I L N7 v 4%, Wi FEpsteinZE N\ ,Proc.Natl.Acad.Sci.USA,82:3688 (1985) ;Hwang
% N\ ,Proc.Natl Acad.Sci.USA,77:4030 (1980) ; £ H % FNo.4,485,045FINo. 4,544,545
AATFF 1997410 H23 H HIW0 97/38731 B A 1Y 9 FRIFE AT 8] ) Jig o 74 i ik T 5 [ & Al
No.5,013,556 45 ) FH A I A4 m e 2o 390 A0 28 5 32, SR B2 i T e AL  JEL ] P ATPEG—
AT AT IR % £ B2 % (PEG-PE) B Ig BRZH &4 7= A2 o 18 i B FLAR B BB 28 457 th T oA LA AS 2]
BAFHERN R iMartiZE A . J.Biol .Chem. 257 :286-288 (1982) H1 AlTik , A< & B i)
PriR I Fab’ Fr Be T 28 B A M a8 36 S S48 A 28 T oAk o AT ade i, i 3k g o A oA 6 &5 AT
7.2 WGabizonZ N\.J.National Cancer Inst.81 (19) 1484 (1989) ,

[0175]  *4{sf FH =6 ZH 57 R, CD3 34 [m) A4 & 40 vl 5 0 N 7= 2B 7 Ji) Joia = ) v 7= AR B B 42
Gy BRI IR PR B A AR AR A N P AR I R B — P IR i@ i g i e o0
BYGER E B R Fr, B fE T 4 B i A B . Carter®$ A\ ,Bio/Technology 10:163-167
(1992) 18 1 T3 B4 430 21 K i B (4] o) Joid =2 1) (R AR 1) T

[0176] M40 A Hp 1) 2% I CD3 3R () £k & W mT LA AT FH 4] o e i kA AT S B L UK L i AT
AR ETIEAAL, KA g ETE R IR 2 AR

[0177]  ARCPATIRRICDISHE M4k &4 mT LU G A R Gt Fridid & R p & 20
PN 25 S I, B B A TRER T (HBRAK) - & & IkiERE T E L E L R4,751, 18041
4,935,2338KW0 88/09344 1A ¥R LL

[0178]  FH T~ il & A SO A 1 DL 5 SR AR B Ad 1) s AR i A= M0 % X CD 3 34 [m) Ak P 1
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— RS B AE e B R o e R 2 R R B IR R R I R A R
(PR o S 2 BR P 4k e W) 72 JLANDNAZE & B A 15 3 & %€ (Landschulz%% A, 1988, Science
240:1759) , LA K2 ¥4 7525 FPAS [R] 1) B 1 0 P 30 o 0 R0 1) e 2 R o e 0 9 R AR A AR I IR %
H B AR B = AR B AT AE A  FEPCTHIIEWO 94/10308 F HiR 7 3& A T 72 AL nl VA M B 58
A EE 1 JoR ) 2 U I e 4 A A 52491, 3 H#EHoppe s N, 1994, FEBS Letters 344:191 (£
IeiE s 5l HFHN) s 7 AR 1 E P 2 9D (SPD) 15 2 S A BR B 8% - fEFans Low&F A\,
1994, Semin. Immunol . 6: 267-78H #{1A 1 ff H so 1 5 Hfh & 1 R B B Fs o€ — R4k 1k
I EAB 1) L R BRPLEE AE — PPk, A & Rl 2 S AR H BE R 1 CD33FICD3 LA F Bk
TR B A Rl B AR TG S B TE E A SRk, I IR B3R RISOR B nl i SR R
PRCD33FNCD3FLA F B sl fiT A

[0179]  HuJE& & E A NN B AREEAR L HPVER N, I @ AR S EERMEE
AT N, 3@ B S5 A B A IR B IR TR S A AT ARG R, Kb R 4 A B
H TR R R MBI SIN B 5, B A ALAT AR AT R 8 5 12k e % B3 NEkC
AR Uity 5 I SV o

[0180] M Ik I B WA 2 o QLR E: (FIAHRIF %) [ v, i 55 L IR A 2
P i S 8, DA 3132 FR R BRR R e FHY B ATT AR ) o 1 b B Ak B i i 59 — 3 N ] L a— YR -
B (5K L) PR S £ Tk S Mol 2 2Eh W N— e 22 5 SRR Tk I i  3—fiig 2k -2 i 6k A 4y R
2-MEIE B AR ALA) 0T SRR F R L 250 K —4- i Ry B - T R R I F -2 -4 k-1, 3
TS AT AEA

[0181]  AHZMthkHd it SR — 4 BafEpH 5.5-7.0 N RMATAAL , BRIt R 4 2
TR 00 A A T AR S o o — YRR R P YR AR A PN 5 12 S B 70 . IM H IR B 7E pH
6.0 FiAT.

[0182]  Jff G Ik R 2 25 O iy 7 2 15 9% B G T B30 B R BRI S B o FH X s U7 A2 LA S
3l S B B R 11 F A PRI U8 o FH AT A 7 o SR R 2 1) L A R B 458 P R T Y ki
I N fid FR 1« T TR TEL 1 15 TEE e 1 UM AR s A FE R IR s O~ FR S 5 R 5 2, 4136 i 5 A1
RN S LB R N .

[0183] RS ELRE BN SO AEFBEFEE 2,31 8. 1,2-3C B F1 et =5 —Fh
BCLR IR S A o R R IR B AT 11 w5 pKa , A 220 R 5 266 P A A R e L AE Bl vk 2
AT o BB AR, X R R DL S o 2 R P i (4] DL BN SRR e — S i IR

[0184] Ry Il JEk D4 R 2 B ik 15 5% A e 2 Ak A5 W sl DU i 368 P e S N KE Ol T A e BN TS &
Pk s , AT T I e 228 P e S PR o i UL D 5 N— 2 TR DK e AT DU i 225 R e w4 31 FH T
TE 0~ 2, T 5 T 2k Rl S RN 3 - S SE AT A o A5 2 Tl e s U ik S ok 1) 46
G M v AR IE R A R, B SCR I &R T RS B

[0185]  FRIEMIEE CRARBES A & BE) it S5k —WHE R -N=C=N--R") g N iE £
BB, Forp RAR AR IR A AN [H] A e 2, 3 1 -3R L -3 (- Ik —4- 2, 55) B — W j ok
1-2. 33— (4-%85-4, 4-— F L IE) Bt — W . b Ak, RA GBS 2k 3L 8 585
T LAY N TR AT P e A 2 2 I e I e 2

[0186]  FHXU I RE R FUAT A X EPT S 45 A B 1 A R 22 T 8-l 5 v AR (R K AN W P SR 26
JR R 2 A R H RS e R, 1, 1-X0 (R R 2 R 3E) —2- K 2k, TR — % s N2
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LD AL R g , 5] Wi 4-2 ZOK IR BE ; [ XU Sh B I 2 BRI B35 an3, 37— iAW (N R
R FEE V1) 1) — 3% B9t SV B I « R4 X -N—- By SR S i — 1, 8—= Bt IR XU D e o >k I MV Jiz .« 4t
HH 3 -3- [ OR -2 R 3E) ik ] TR IV i TR I 1 97 A a1 = A ] v A ) o TR, i 3 Hh 1]
PRRE W AEJCIIAEAE T T S BRY - AT &5 AR, WAk B0 A IR B 7K A A W) s B4 7K AN 5
PEIE A1 SE [E £ FNo . 3,969,287 .No. 3,691,016.No.4,195,128.No.4,247,642.No. 4,229,
537TAHNo. 4,330, 440 IR 1) Se L e V0 P 3 2 1 o SE A

[0187] 2B Jig ot AP0 X 2% I e Pt 26 s 0 o) Ot S e A R 82 P 2 S Tt AP R 2% B Bk 2
AT AR , 3 Bk I A U R ) R 1k 2% A4 I T I Ji o T S B R AT — o 2 AN ARk BH ) 38
o

[0188] L EXAZ 0 4 I = IR A 0 R 1) 2 3 Ak, 22 G Ik B o I o 2 1 2 R I Bl R AL
SR R R R 2 2 TR I 1 a2 Bk 1 P &4k (T.E . Creighton,Proteins:Structure
and Molecular Properties,W.H.Freeman&Co.,San Francisco,1983,pp.79-86) ,N-7 ¥
1) AL , FAEAR] CoR i PR FE I B A AL

[0189]  RLFEAEAS & B I3 BBl N I B R 45 & a1 SIS A0 1 Oy — PR R s R B
JoR ) B B AR 2o AR e L ) B R AR =0 mT e T B B 8 B (8D, A7 AR BANAE
TERF 8 BB R BRI I , 72 R SCHie) B3 A = AR 8 1 o i 1 E A Bl A i . Bk
[F)2RIE RGAE T TR

[0190] 22 KBB4k 38 5 A NI B0 1B H2 1 o N B2 1) =2 R /K AL B 038 70 5 R A Tk
iz e 32 ) A B T B 5 o« = I e 90 R A8 Ik 1 — X — 22 S I AT R A4 B e —X -7 U . (L A X2 o R 2=
FR AN AT 2 IR A2 Bk KA B 050 o 55 R 4 I Jie M 5k 1 Bl 2 B 8RR 0l P 20 (R b, 7 22
JRHH X B8 = ik P AT — A7 AE 77 A2 T IR AE R B IR AL i O— R BRI Bl R AL 2 T K WEN- & Pt
e AUBE I AU EOR S . — B S B R R R R b, B L) R 2 E R B =R, )RR AT
PAASE FH 532 il 2 B 55— U R

[0191]  MEHALAL SR PR S SE AR IMA T @S R A AR PSS e
A ER =R (R N-TE B I B AL 550 SR RN SE I o i e A 3 ] e i m) 2 46 7 271 1)
— AR A 22 R B R R TR AR B I BB g AT (T 03B ZE AL A 20 A T7 (8
W, PR 456 5 A B =R 7 51 A0 128 18 1 FEDNAZK P R 2B A, e A2 5028, e i) s el 2 A 2 i
TR AL ) H FR 22 IRIRIDNATR AR , A5 157 A 1R 25 1R 1 e T e 2 2 R

[0192] s inPt)R 4G B ERER KA S Y05 o BB 1) o — Mpo7 o il e S5
H B A 27 BB AR AR IR o 3 L8 TP A A s 7E T B AN AN 75 24 B A N0 328 322 (1) W S AL T
FARE T 1 32 4 b AR BT AR A PR AR S, — B2 AN RT LR B & (a)
IR AH R, (b) TR REE, (o) WA I, Bl W BRI IRLL, (d) JiEes fads, ez %
iR r R IR BRI Z IR I L, (e) J7 RFRIE , WK N2 R - % 2 R Bt = IR (1) R e, 5 (F) &%
ST G (1 T fig B o X S 7 VEAE A JF T 19879 H11H WO 87/05330LL K& #EAplin Al
Wriston,1981,CRC Crit.Rev.Biochem. ,pp.259-3067 ik .

[0193]  IGPLE LS & HE B EAFE RIS 853 1) 22 B w38 A 2 Bl B S 3 o 46 27
FHEALERAE R A R R T A =R T R B SR R AL B i A B3 B T R (N-
T W g BN L T~ LB ) B0 KR 4 B4 E A 1A 2R, (RIS A5l 22 DR K 58 2 oAb 2 b
AR T HakimuddinZE N, 1987 ,Arch.Biochem.Biophys.259:52f1EdgeZs N\ ,1981,
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Anal.Biochem.118:131. 2 ik b B /KA & 956 2 0 B 1) F v DL Jd ik A6 FH 22
Thotakura®$ A, 1987 ,Meth.Enzymol . 138 35043 [¥] P UJ R0 &M )0 5 il ok S 30 o 785 7 i
AL 55 A0 B4 S A ] 3 3 A AnDuskin®% N, 1982, J.Biol . Chem. 257 : 31053#R 4L &4
A BF FORBI 1k o A< B ZBH W7 B N4 1 B8 1) T e o

[0194]  $iUJR&E& E B W ILM B 55— MR A H BT id R 456 B 0 R 2] & Frk
EAEREEY, BFEEAR T M2 R 8 RN R A, ULEE LA
No.4,640,835.No.4,496,689.No.4,301,144.No.4,670,417.No.4,791,1928(No.4,179,
337TH il 77 2o AN, AnAE A O RN, Z AR IR B ¥ v FE PR 45 A R E N A A A B
17 MR UIPEGH) RS- MBI I o

[0195]  #F— LSty v, A prfiid B B R 456 B 8 ) JE 001
PRSI

[0196]  ORTE “bric 2L A1 48R AT AT A I A AR 2 o G I A 1o 22 [T 1) SE 9 B AN PR TR
B« JECHPE R 2R BB R 2 (B0, °H, e, PN, S, 20V, T, -, 10T, D) L B 3
(4, FITC, 25 FHEH , Bl R c R BG4 , BgE[A] (9 o, B S Al , B—F- FLbE il , o
TG, DB IR EE) 4 IR, AR R A BT i 1 F IR R o RN 2
REZRAL (N, s R e 0, T 9 E G40 R, &R A A I, RAFRES) AE—
BE STl T 22, Ric R 48 B AR RS ) 18] BR B AR X B ik HLR 455 81 8 DAk /D 8 AR 1
[ ALRH o TR e 8 5T & A7 VR AR A 2 RN, I BT DAAEAT A K B R s .
[0197]  FE—MUIFHL T, bR N AP A, 3 B T e A1 178 L Hp AR s D) I 5 < ) [R) A2
FAnic, HoAT DL JECR 1 i B CE [F] A7 2R 5 b) M MEAR D () an i MERL 1) 5 o) SR A I Ji 3 1 38
535 d) YeEE gkl Mg A () ARk S AL , B FUBE LR, SO R, MR B IR ) s e)
AP FRACTE A s FE) B IR AR 15 40 7 R R T2 B i 1) 22 R A (1) 2, o S IR A B 0 7
I, T 9 & s, &R 456 G, ROARESE) AE— LS £, brid A &
FH A P B2 1) 1) o B A 0k 21 ik i B 45 5 i 1 DA sk 2D 8 72 1) 2 TR 2 B T A ic B B
PP ITVEAE A H 2 O AT, BT DLAEAT A K B A

[0198]  EARMI bR AL Gkl , AR EAR T & Gl e A2 6, G & A2
SAF A R E Y R TG AT LA /N R R R E R

[0199]  “Sehric” #8102 v 48 o FL G 1 D8 AR AR MR AR AFT 40 1 B & ) AR 1l A
FEAR T, 20E, DPHH, WU LB PE A a, O R HEE TR, W, L8,
TR R, Cascade BlueJ, 8w i 741, TAEDANS , EDANS,, BODIPY FL,LC Red 640,
Cy 5,Cy 5.5,LC Red 705, #k¥hX 4% ,Alexa—Fluor%#} (Alexa Fluor 350,Alexa Fluor
430,Alexa Fluor 488,Alexa Fluor 546,Alexa Fluor 568,Alexa Fluor 594,Alexa
Fluor 633,Alexa Fluor 660,Alexa Fluor 680) , A, At FIR-#EL 5 A (PE)
(Molecular Probes,Eugene,0R) ,FITC, % FFRFIE 7 i /4T (Pierce,Rockford, IL) ,Cy5,
Cy5.5,Cy7 (Amersham Life Science,Pittsburgh,PA) . @F5K JCH K &3&E K G 2F YLk iR
FRichard P.HauglandffJMolecular Probes Handbook, Hid ik 5] FBH ARt I A A,
[0200] HE&RMEABEMER AR ICEBFEEAR T, ZARGCED, OFHEYE .
Ptilosarcusi /KB FiHIGFP (Chalfie® N ,1994,Science 263:802-805) ,EGFP
(Clontech Laboratories,Inc.,Genbank%id5U55762) , ¥ 7% 64 H (BFP,Quantum

LA — e A
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Biotechnologies,Inc.1801de Maisonneuve Blvd.West,8th Floor,Montreal,Quebec,
Canada H3H 1J9;Stauber,1998,Biotechniques 24:462-471;Heim%: N\ ,1996,
Curr.Biol.6:178-182) , Mum i) 25 {1k Y6 85 A (EYFP,Clontech Laboratories,Inc.) ,)G
M (TchikiZE A ,1993,7. Immunol.150:5408-5417) , B F P (NolanZk A , 1988,
Proc.Natl.Acad.Sci.U.S.A.85:85:2603-2607) FliEE (W092/15673,W095/07463,W098/
14605,W098/26277,W099/49019; 3 [F % FINo.5292658,No.5418155,No.5683888,
No.5741668,No.5777079,No.5804387,No. 5874304 ,No.5876995,No.5925558) . i LA I 5]
FEI 225 SCRRER A A UL 51 7 2R3 AN AL,

[0201]  ASCAT IR (1) CD33HE M) 4k &) tH T G4 55 A 25 M3, 491 G2 X 1% 20 7 1 2 B A 48
BB B 353 1 3E R 25 AR80) J1 R

[0202] A Bl T 75 55 Bu 4k 4 S A4 11 &5 A 380 mT AT DLFE 43 3 7 v o A 4 R K 3l L
(motive) B IR GI N4 € , BITids 70 25 5 1L A an b B A o IR BE 1) 59 A 45 R 3k i FE BR e
PESE i T7 R AFEH R My c—H1 28 JHAT-H5 25 JHA-FRZE TAP-FRZS (GST-HR2%E . JL T 4G & 45
Fita (CBD-#34%) \FZ 44 & HE A MBP-Fr%%) Flag—#r%s . Strep—tn s K H AR (40
Strepl I-#5%8) FHis—Fr 2 PRSI « A SCA T B BB ST @ AR B R AE7E T, BTl il i
CDRAR 6 B0 B Hi s—FRA& 45 M35k, FLIE PR N 7 1 I 2 BE R 7 H1rh B IE S H s R R A,
1 N6 H shREE .

[0203] AR BHAHICIARE “FEUEE R 1 & SCIE AR YD : Pl A& P RE % U 7
Jiti FF) J 50738 200 A 1 22 [R] 08 B 4T M 3R 78 o mT DA B AR 1) A S R TR AR A A HR 0 SR DR 2L ) — A
BN DR A R B, AP BAK IR 5 471 ) 25038 o IR A A A2 250 1) SE2 491 & DNA R Ak A2 2
F AT, 1 9 5 R FEAS L5038 3 ACDNA T B R 450 1) 228 (K] 208 1 1 48 /2 EE B 1) AR B AR R BH I
& T2 A7 B R s A% DR ) B Ak S5 3%k B 4H 8 B 25 S kAL (HDAC) 4179 551 . DNA
LR (DNMT) THU 75 2 ik Rz 40 B 4R v TRl 1 (G-CSF) «2H 8 1 2 Y A Ji 410 i 55
FIATRA (4 R AR -

[0204] 2R 25 L BEALES (HDAC) J& — 388 L ME I AL R A 1) e -N- 2 TR A U BR 25 [k 1)
Wi o 25 Z WAL IR ZH 2R 3 & T B 5 25 i 60, BEDNA , 33 50 /60, B2 [T DNA TR [X 438 F 1) 2 38 L R 7
Az AN 52 o DAL b, HDACH 1) 77 410 1) 25 2 | () Bl A 25 e I A VA T L IR AL 4H 2 1 1 IX 33
HH (18] 16 2 AT 1) 300 B AR 1 55 o 55 7 2R BH A DK [PIHDACHI 1) 71 1 FE PR sl 4 Sz 451 0 4% ey b =)
i AR AL VEAD B KM N-Z B AR .belinostat.givinostat & & i 4F .
mocetinostat.EVP-0334.SRT501.CUDC-101.Quisinostat.abexinostat.LAQ824 5 A KL .
[0205]  DNAH ZLHL AL (DNMT) T2 — i 4k 2R 5% F% 2 DNA KT  DNA FR 240 2 B th o s
BRI 20K o« 5 A B AH G BIDNMT - T4 i 750 49 A BIR ] 4 S 49 F, 455 5— 0 A M 1 7 At V52 L JF
KWL (zebularine i & -REELIZ . ) - BT LA HR-3-% & FIREE MGI8 .RG1O8HMISGI-
110,

[0206]  ZH 25 Y AL EE (HMT) 220 8 LBl , At — AN AN B AN R R A
B 3 R RS R R TR A R A 0 W LR A % R E Y, RO E R Y T
BLR WU ALAS M , H e HE DR 3R L DR 2 AR M T A M s 2 4B it RO 1B A& B W DNA
H AL RN G 225034 o 5 A% 5 B FF 2 B EMT 00 61 5510 %) B ) 1 52 4 AL FE LSDT (KDM1A) 25 FR
FABE I HIA B R
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[0207]  ATRA (& UALTHTR) 2 4E A RARRIRIE 0, WA A 4EF IR »

[0208]  FRIEFRAMFRAFRILIR 2, 4 FHAE— PP 2540 2 A6 & VI IR 9 2 b 3 il i
WA B Do T R P A It SE A B A P R 1 =2

[0209] R 40 AR VR I K 7 (G-CSFEXCSF) , tHFRAEETE B R F-3 (CSF3) , A — i) S i
B8 7 A W 24 L 0 200 B B AT DR TS 3 I 9 R R B AR DD RE b, B — P A i R
B, — FEEVE R 1 BV 2 A A B 237 A o RARAFAE M G-CSFI 25 W AU B RN
JEA% ] £ kA H] =

[0210]  ARiE “BEER” & ASIHE AN T2 #k01) B @5 DNA (U1cDNA) FIRNA (UImRNA) o % R
AT DL XUHE R A BE 1, 2R M B NIRRT IR A% R 7 T DL 0 & T 8o b, iz s e
05 T 18 2 4M A o BT iR 8 2 A0 M9 Wi e A SCRT IR AR T 9 e A B 2 ), Re i Rk
CO33E LA 1 1% B I, BB 4 7 T e Hh S5 3% 61 7 S AHIE .«

[0211] kR —FiZ IR 7 T, e B (SR 8% 1) Tz 15 B4 i T H o AR5 4
PR 0 25 A ASBR T BORE 9 B Ak AN T3k, — A& o0 R, 3 R DR 3R 5 & il i
RS2 SR AT SRR IR ARIC A o B AR B 8 NIRRT 41, R DNAJT A, BT 17 41 A
TN (L LR AR B “B 227 P BOR BT 51 IAREAARRR T 7% B R i A A 2R (5
FYHMAREAE : JB 30T B ARARIC ) DUAE DU IR SRR B ) R A R R A BRSSP
TR RIEMEAR) MR AR AR T 72 50 40 i vp ek B 2L IR, Z 3140 B 15 1 P
HII, QR Bl B DR K 1) J5 BT 5 51 o SR s B BRI Al N A AR O e T, B A FE 4
HH ()95 N8 PR R A B A BRI AT AL AT ) RS

[0212]  ASCAT FARLE “f8 RN AR IE L #44b 2577 A BIN T gt A SCAT IR 1 CD33
B )AL A WD AZ R P 20 P o IO 24 B A ) 2, X B R TE AN R 72 ) 32 AR 0 P, 30 i 1K 2 441 g
[T REGEAE TR B R i T RAF SR BR (1) 520, B4 v] G 78 S5 A tH B, 17 1 2 5 A
b bRl RS SR A G AS [RE R AT AR B AR A ST IR E VG L A .

[0213]  ARSCAT FARTE “Rik” 8 5 S T A SCHTIRICDI3 R L& P = AL T R AP IR, A
FEAEANPR T3 36 e S S 181 BRI JE A8 M RN 20Tk

[0214]  ARAE “P il 7 417 5 F8 v] 52 F Hh B2 10 G 3 B 7045 72 18 5 A= Wb 3Rk P b 75
[FIDNAJT 51 o 38 FH T B A% AE P i 4 ) F2 5490 B0 5 J5 307, AT e Bt 0 FE 450 7 2 51 FAZ A
e G AL R ORI E AR AR H B 30 R IR R A5 5 A g .

[0215]  MIXFR 5 5 — R 7 AL T — PP D RE 14 OC REY , X FAX R A& “P VB & B2 1 o
Bian , 4n SEFTE A WA RT T FIDNASR IR A2 5 2 K W B 3 AT 2, TR 41 B8 40
BT T HIDNAS 2 K I DNASE n] 45 4E B2 (1) s W 5 5 37 B 58 7 52 1 4w A 7 271 16 2 5, )
5 1ZF 5 v e OB 1 s B SRAZBE AR 2 A (67 i 4 10 B DA (R it R 3, U2 A% B A
SEA AL S YRS T A R AT R R R 0 Gl AT ERE BN B8 T B IDNA T S 2 4
B0, IF HAR WAl SIS OU T, A& AR ELAL T b e A o (H 2 , 380 7 0 R AR BRI o i 12
TR A B 3 D IR ) S A B T A L T8 o TN SR I T RN A AR 3 5 JI 2 5
& B ST R B T B0EE T

[0216]  ARAE “fig 4™ | AN A B 252 3 A i = e AL AT SO — A BN P 3 7
Y, BTk 41 B B A0 B 15 RV R i B L & 2 B AR BB N INIEAL R 73 T 2 % H R AN/ B A
4223 ZARE L B ASE L — 4 0 748, I Bl T 8 280 BRI BE BRI RAS, B
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BTG RESE A AT BE A 0 56 4 — B (T A S B R PR 21 27 B 4 B DNARMA 1) o BT ik
A T DL S5 A% B B AZ ), AL FE (AN PR T~ 2 B - I B4 B L sh 0 40 B AR L Sh D 4
TR KRR B ER N o

[0217]  Gu&E ) HA%AE 32 R MR A0 4 e BF L LR B2 HR AR AR RN FL BN A1

[0218] A% BH ik it CD33 4R [m) Ah & ) o] LAAE AR BR HH 7= A o FEZRIA I , CD33 R A AL &40 AL
38 T IR PO AR R AR MK AT B A BRI o DA TV 243 0 25 HA R L SR J5 AT BLIE S n s A Z A
VERN/ BORST HERR R AT A4, o B Ja B 24k v AR AT - 4l Ak 7 anCHOZH g Hh 3Rk ) P A
() 77 32647 S it

[0219]  BRIGAZ DAL, FAZ A W00 220K S0 T B8 BF B 2 F T A SOk (Y CD33#E [ 4L,
BV AE N v B R IA TE 3 BRI B2 B (Saccharomyces cerevisiae) By i [ B B &
d i AR SE B AE A AR, 2 M AR & PR T Rt 85 38 FH T AR S, 4510 4n SRV
ZUBEI#RE (Schizosaccharomyces probe) . va E&24E# Rt & (Kluyveromyces) fg £ (WFLEL 7L
EHERERE (K. lactis) WEBE T & 4ERERE (K. fragilis) (ATCC 12424) AR 0A IV 30 & 4k % £
(K.bulgaricus) (ATCC16045) &5 P AR T & 4L £F (K. wickeramii) (ATCC24178) . FLAF
Ko E4il# bl (K.waltii) (ATCC56500) « S vw & 4% ) (K. drosophilarum) (ATCC
36906) . ifif # v B Z4EfERE (K. thermotolerans) Al 5 i o & 4Ef#% £F (K. marxianus) ; BRI E%
B}J& (yarrowia) (EP 402226) ; 2 ¥ 5R B (Pichiapastoris) (EP 183 070) ; &Pk &
(Candida) ;¥ AR E 1 (Trichoderma reesia) (EP 244 234) ;fHkSHk 2% (Neurospora
crasssa) ; FHE K BEJE (Schwanniomyces) (U174 7 YFHE G B £E (Schwanniomyces
occidentalis)) ; M2 RE W , Wik 8 )& (Neurospora) 5 4% & (Penicillium) . 25205 &
(Tolypocladium) Mih % J& (Aspergillus) g 3= (Wi/h R % (A.nidulano) F17% il %
(A.niger)) »

[0220]  HH T RIEASCHTIR MRS IEAL CD3 3L M Ak A5 A e Y B B ) Bk il i A 1 51
T MR H 2 A AE VAR  TC o HE S A B S R AR . A S8 T 2
FhAF LR B R A AR A4 DL A2 R H 1 32 (00 AH . o 7 (9 B2 HRU A 5 4 B, i o i = 48] a2 b 137
(Spodoptera frugiperda) (CEEH) 12 KB (Aedes aegypti) (BF) - AL (Aedes
albopictus) (IC7) G H 08 (Drosophila melanogaster) (SEi) 15K 4 (Bombyx mori) »
FH T % G 1) 22 Pl 55 0K 02 A JF 0T SRAS 1Y, W 75 iR SO iz 1 2 MR 9 85 (Autographa
californica NPV) L-1ZSA R K &% 2 M1 5 (Bombyx mori NPV) H)Bm—5#%, 3 H 1 2K0%
B AT FAEARAE A B B A ST 55 5 o i) B T2 G R b AR gk 40 e

[0221]  FRfE. TR R E R VR4 B0 FU R T A 1) A 470 4 P 5% 7 ]
VEAE 3 0] T AEARE Y AR B RG22 Fh = AR B 1 D) e B AN R IR B AR 2 AN R N 53 2 0
B o Z I inHiattZE N\ ,Nature (1989) 342:76-78;0wenZE N . (1992) Bio/Technology 10:
790-794; ArtsaenkoZE A\ . (1995) The Plant J 8:745-750; flFeckerZE A\. (1996) Plant
Mol Biol 32:979-986.

[0222] AR, NATTEG ISR 2T HESh AR , T 7235 5% (L2385 5%) o S 58 A HE S P 2
28 B — AN B T o o] I AL 3h 1 35 40 i 2R 0 S 462 B SVAO R AL R 1 CV L &
(COS-7,ATCC CRL 1651) s AR F (A T80 5 72 7 v (1 29341 g s Y. e e 1) 293 41 Ml
Graham% A ,J.Gen Virol.36:59 (1977)) ;6 5 41 (BHK,ATCC CCL 10) ;o [ £, by
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L4 J#1/-DHFR (CHO, Urlaub®% A ,Proc.Natl.Acad.Sci.USA 77:4216 (1980)) ; /N S8 4L 3
K40 (TM4 ,Mather,Biol .Reprod.23:243-251 (1980)) ; J5 4Hjits (CVI ATCC CCL 70) ;dF
PNEF A B MM (VERO-76 ,ATCC CRL1587) ; N 5 4 ffd (HELA,ATCC CCL 2) 5 KB 41y
(MDCK,ATCC CCL 34) ; Ay % KB HF4H s (BRL 3A,ATCC CRL 1442) ; AJiigh il (W138,ATCC
CCL 75) s NJH4HME (Hep 62,1413 8065) ; /N FL 55 s (MMT 060562 ,ATCC CCL5 1) s TRIAH
My Mather®s A ,Annals N.Y Acad.Sci.383:44-68(1982)) ;MRC S4Hf ; FSA4HMI ; A1 A FFse
YHfi R (Hep G2) .

[0223] 43R FHER 205 RIS, 2 SC AT iR ) CD3 3B [t Ak, & W e % 76 40 B P & o 25 1) 77 AR
BB B b B3 TR A W IR BT IR AR AR S AR AR R PN AR R, IR N R — P R, 45
TN 0 BYHE U8 22 B BORL A, BT 32 A M B A B . Carter®® N ,Bio/Technology 10:
163-167 (1992) #i& 1 H T 53 B4k 73 WA 20 K AT B 1) 8 Joia =2 18] () A ) T o T 5 2, 4
BIRHE CTRAM (pH 3.5) JEDTAMIZR HI ZERs Bt 5 (PMSF) A7 AE N MR VR 213043 % . 40 H i Fv vl id
o B0 KRR o A SR PR Sy WA BB IR b, WD R ST A AT R R AT ) B B 4 i E S (11
WAmiconBiMillipore PelliconBiEHIT) k%K H X FhRiL REEH G AL B AT A
A7 B v n] A 4 B B R R A0 PMSE , DA B B UK AR, HORT 5P AR R BARH 1k 4k ki5 4
MK

[0224]  M\fi 3= 40 Bfa i1l 2% (1) A SC P (1) CD3 388 i) £ & 470 vl 3 sk A7) a8 R g K J2 AT gt e
HL UK E BT AR E MRl , Horh S M EMTE R L K 2i b R .

[0225] Sy YA PC A g o 2 02 1 58 Joi 2 B IR , Lt ] DA B T SR AR 25 Joid o AL AR o
[R5 BN T iR LR BRI R OR O = @55 2R 5 H B TR BE R % SCIL A AHLL , so i/ SE PR
THUFI B 5 A EE I 8] o AR ST IR 1 CD33HE ) A6 & W) A 5 CH3 S5 A 8], mT i i Bakerbond  ABXM
i (J.T.Baker,Phillipsburg,NJ) #4744k AR £ RIS I 4, tmT A FHH & 3 gl
REEAR, WAE B 738 At 518 . ZBEDTTE S [MAHPLC ik R €2 3% . 7F BT 25 SEPHAROSE™ -
AL A B T B & T e iR (2R R A& 2 IR B sk R B AR HOR (SDS-
PAGEFIAR FREL UL TE

[0226]  RiE “B59%7 RABIE B G R SKAF T, AE S TR B P 4R B I AR AR 4 35 L oA AR K TS A
CVES Y8

[0227]  RSCAT AARIE “C9AH G407 3 I T 45 B3 (BRIE N BB3%) Tt R 20640 « A K B
(RS 0 e 1 245 W 240 6 ) B3 AE — A B — 1 51w BRCEE 43 T 16 #1570 Hh (%) CD3 3 8L 4K, & 4
22— PRI AL R - DRIk Hb , 24 5 25 W0 B0 2 i I AR e 7 AN/ BT 7511 150
E— ML ST B, TR AMA GO S T B A& K AN Bk S5 A Fi/
BlEL  Titl FH BG BBV NH LA A e | AR B, i 2H 6 A 38 ek A v I S vt
T B A P Tt A RT3 AN R 77 258 R, nad i E bk N IR BT VUL R
TR B P it FH o 4 S B, AR BB I8 A A I AN TR) it FH o 4 v — AN JEBR il P s 45, AN
[F) Dy R 322 288 e FH o] DA ok 283 (i A T o N B R N IR IE 97 AU /N IR R G R S B A
FrCD33 L[] 4k A My B CD3 3R [a) Ak & W 5 22 /b — Fh 3R s A% DX - (1) 25 40 24 & el DA Je et A
FHRTIR SR R G0 FH 1% 5 R G000 5 & AR A, B O T e B e & BgE N
[RVE T TR 24 11 o 24 S 45 7E BT ik 48 R R I 24 AT ), m] e 2 e AR FL e A 0 TR VR 97 770 A 1] iy
TN B A PN 1 32 WS A v W o AE TR 00T 5 24 5 S 5 i (%) it P 9 B R 24 1 B 4k 5 1) vt FH
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B B ATS 4 AR S TR AR U B 1 24 2% SR VR B B X2 W HF— [ RA BIX Fha 97 7R — Fh A
[i] W7 it FH ™

[0228]  ASCHTIARICD334E W] A A SCRTIR I CD3 34 M) {54 5 28 /b — i R W 15 A%
DAL 1 3% 482 B, A [ BT il FH T D A 3 3o 9 A 32 26 18 6 B /N IR R G107 QAR B ik N B2 R
HEAT BT, B IR 15 % %% BN R R G0 ELHE F T IR SR A7 28 A L H I AR SR Sl AL il
AT 3B IR HLHI I ESIHLE] T 5 R I 2 R G n] LSS H T 58 08 fB 3 B kO
WA IE A Gk B B RN I EBUEE TR IR R4 n] B w T B2 B
JOR, ST i ik SRR ER LS, R L RVFIZIR RS 5 B k2 (M B TR R R 45
AJ CARH 2 22 3 B 24 /NI R AOR . BTk 28 RG] LU /N RSE 38 B B/ IMA TR B it 47
B AE N A ER HPE RS2, FF B N A & A A G AR I A AT LU0 . 1-
50ml .

[0229] 3% it FH m] J8 e (B T Rz JBk b 5 DA — e () o s ) B8 460 s 1) 7 a8 i AT o AR
SURELAR N BB HIE T2 B 8 25036 NG 1 R4 B E R, 4 B it PR Sl i
FAFATa) W7 it FH 5 D1 2w DA A R [ B 56 Rl FH 56 16 28— D R J i P 28 s o B 48, 461
W28 NG R TSCEL TR AR F SE R B — U ) R AR T R R AR R A AR
PRI HH T B BT 77 R Y AR 1 )

[0230] AUk BRI ZH & Wit — 20 n] B 5 242 b T B2 (PR o A 38 1) 24 S SRR 1) S 1) AR
UGN, B FE VAT (AR 35 22 1h (1) 38 /K VA0 /K S FLMR Clnytln /K FLIRD 25 AR AL i i
VTR TC B VAT I A S o A X B R AR ) 4 A T DA S AR )RR Y SR TS A 171
A LGB KA AW~ 22 PR S TR R / 3R T VG 1 791 o BB KAk B P e DA AR I SR M A, R i
DNUFEERE RERE L\ BRER TS « L A0S BE SO MR R 3, A SCRT H “4y % BT M EUA” 2 T
55 24 2 it R e 25 (00 A AR) BT A VA 700 < 2 B TR S DA AT B 7715 0 T 7 S B AR
JEIR T o 3K M A Jo7 RN ) 7 24 230 1 4 o H ) A8 P A A A3 3 R ) o A5 FH 7D 79 2 A B
N RTEESZ B AR RO R AR E RN 2 R TR HALHE AN S iR s B R R s St
VTR s PUAEAL TR BLFEPUIR I IR AN FE R 2R 5 28 65 5738 WEDTA ;s & B4 &) (WZn-EHE A
V) s T AR R R G, WS s T R ER P B 1, Wl 2 PR SRR R s AR, N
PR H 2R R AT I 22 TR 2 R AN S 5 A R 2, vt e L R L\ BRI « L B b
[EEY N Y N A SRS NI NN 3 NI SN I T 3 N
FUBERE P =R A2 (3RO NER) VR 4 T SIS JE A, s B H IR VB CEER VR AR 2
P B B AR T =B (o] — AR T = B AR AR R I T REE WA IIE A &
AiEAEA R E R BRE A s MK R S, 3 W0 25 e B o 1 28 i) 77
AT AR it A, BT e 52t FH R LA A R/ AN 2R AR G PR ik o8 B 52 R e - &
JER AT DA AT H A O IR IR , LI N 2 R I = R S IR 2 RS &R W B R IR AN/ 4 &R
2T M 7R AT DA BRI L AR 3R H AT > 1. 2KDIK) 43 T8 AN/ B Bk, Dt ik LA > 3KDIK 4 T
BT IEA T AEFR dE [ 52451 ik 35 20 ik 340 L - 360 - 3 80 B T 1 85 . A1t 14 R k)
AR 1) 14 1 52451 9PEG 3000.PEG 3350.PEG 4000E5PEG 5000, A< % BH Hh s FH (1) 2% i R 4: 41
I pHAT DL N5-9, Al LS AT R 2 IR IAPR 2 B RR 2h A E R AN 2 TR E: .

[0231] AR B (1) A0 55 78 B — B0 40 T 149 il 771 1 CD 3 3L 1) A4 5 4 1 22 2> — ot 3 R 383 A [
TR nT DL LA G IE 0 A & it A T 320, BT i 3 149 770 B mT DA St fan 7] s 1 T 7
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JE » AT T AR ST IR ) 2 UL HE AR ST IR i ) MR S P ) 22 TR 9 8 ) R it FH T 9 R
AR RAC KB aniise i #EAT a0 B BTIR AT ATIR i R I AR ST IR s P AR SR I
CD33#E [ 2 &4 mT LA LA F 3R JR A2 g R A SR sh Wil PR ATl g6 v 0 AR TR 20 R 4 L
RAPEN 250 20 SV EGX LU S mT DL S A e A IR R E v A&
Jiti o 3X e 25 W) mT DL 5 A5 A SO T SR AR STHT R 16 22 R 1R 40 P Tl st it FH 5 A ik 22
JOR ot FH 2 il B i DA S FRY B 1] ] o AP0 751 B b it FH o 711 8 077 58 e 3 VA 15 A0 Al IR DR 3R oK
BHIRE o I % 2 STUAR BT JA RO 6 TAF — B R R TV 2 R 3R B0 4 S (R A2 |
PR ZRTHAR 08 AR5 Tt FH P AR 38 A6 e o) ot P PR ST TR IR A% | — PR A PR ol R [ I it FH
B2,

[0232]  HI-T-Jli 18 Mt FH F o) 70) G 465 DI B /R P A Y TR AR T AR e o YU LR« 7K
VA R S8 Dy TR L B 0 I AR e A ORGSR R R S R A AL Gt R £ T o K PR R A
BLFE K T/ ZRKVE I LR R, B Sh K RN oA ot i 1AM A B3 AL AN TR T AR
I Ringer’ s) Ao HEME A BENE NG AN LR AL ARAS IR BN A I o bk A B804 R0 R ot 4
HVE FRANFEA AR DTN 78 7] (a2 T A& B A e 1)) 48 o AT LAAFAE 7 3 77 A0 HL e s o
7 BN P30 BT AR B S R A I AR S AN AR I A S R e R AR
BB B, angl aniiis B B E s R E B Brid g B 0 9 R AR B K B 4
E VIR AL A I BT SE S A ST IR 1) 22 ik Ab , 3 AT Re S 2 FL e AR W PR AR IR B T 1%
B A A i o X A RT L AR T W SR8 10 24590 A6 D 4 400 70 00 245400 L B 1k
e DRI IALRE FRY 24740 4110 161) B 2 N2 ) 24500 (B g Jo S ) 17 J8RE S5 2 ) 2454 A T T 706
A RGEI 2500/ A SR L 60 P k7 G 2 L BT o 0 1R AR B AS T W ) L AR B — B T
[ 41077 HH /) CD3 3R 1] 4 5 P A 28 2 — B SRt A% R T I A5 ) T S A L Rl 7, Bl
MR A S AE

[0233] A ST E SCH) 245 W AH & W0 0 AR A0 1k PT DASEE 3o 4an 4T B R SE T R S
WO 99/54440 0 B4 Schlereth® A\ (Cancer Immunol.Immunother.20 (2005) ,1-12) i
R o AT “ThAR B N D80 2 F 1k AR W I 29 W) 206 WD 6 TR T B SO, HLAE
FA1 bR 4 ANCT e AR o A AR I B 25 W0 206 IR IE 97 B e D 1tk B A 3 Dl ke 48 % 40
G T H B R, Bk 2054 51 E I U RICR ) 8 0, RIEER 25995 24 40 1 4 fioe
SRR BE 77 o AT LU I 51 X0 A 2 993 S AR 1 2 8 S AR I 7 V2R B I AA A DAL, i T v 4
FEAEAPR T 3 A T2 22 e L OGO 40 7 a2 i Bl 5 A o Sk A 3R] R B A5 A R
SR IR 2 S ORI e O ST AR 1 A0, BT BLSR BT S L BT )2 4 XS 28
W LR B A% (an 22 1 3% [ B 5898 i W 95 B A A4 1 s . PP A [Cheson BD,Horning SJ,
Coiffier B,Shipp MA,Fisher RI,Connors JM,Lister TA,Vose J,Grillo-Lopez A,
Hagenbeek A,Cabanillas F,Klippensten D,Hiddemann W,Castellino R,Harris NL,
Armitage JO,Carter W,Hoppe R,Canellos GP.Report of an international workshop
to standardize response criteria for non-Hodgkin’s lymphomas.NCI Sponsored
International Working Group.J Clin Oncol.1999Apr;17 (4) :1244]) . IEH T & 5 2
A B AT 22 e POGIGE A i B RE R RS g R A AR A/ AL e A
A bk S TR R e P i PR A 7 2 8 (I FLIR B S Blg) S e O L bR i 7 v

[0234]  FE 25N A W ) 24 W0 20 5 0wt i v P i ) 53— = BBk 24 AR Bh A v o
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)R SR A 455 o gkt , AT LA ST e 245 W ) 25 AR 80 0 2 i 4 BV s E 25 WNR T 45 SE i DL
(R 6E J1H 2548380 1125 S BRI IGO0 « 52 M 2500 I8 97 FEAS B SR BE 21 25 254K 30 715
ZEAFEEAR T2 232 B 0 A S8 e AR AN I35 45 A FE - 45 7 29 4R ) D 2kmT
W IR S H RN

[0235]  ““3E " 2 48 B i FH 259010 50 %6 il ik A= ) 0 F2 (CanAs  HEE45) 5 VE Bk Bt )
I 1) o

[0236]  “BF i AR & ¥8 15w IR F fit IR, B L 38 — vod ot B A 34 1), 245 9 4 A g
i) o

[0237]  “OpAn AR R 48 25 WIAEAR P A 5] B 25 1 OR B PS8 AN 24 W 70 1K S g =5 )N (1) 434, T
AN B L 40 A P A2 B 1 TR B AR AN B A

[0238] “MiE4E& " RIEAM S MIGEEDE A &EEMEERMSH L& FE0ZY
W) A ) 2 T B A Bt A R i )

[0239] 245 4X3h 71 % 2 0E B 35 B 6 It it FH 24 W 1) 45 € B 0 AR 0 ) L L S I TE]
(Tlag) -Tmax W% . % & (more onset) Fl/BiCmax. “FEM)F) R 2 48 25 W) 48 L B 25
(R B o “Tiif J I TR)” S 418 24 W ey it FH 5 A I 3 i 2 ks 0 AR ] 045 2 T PR s ] 23R
[0240]  “Tmax” x&$i I J5 24 Wik 30| s R I VA B2 1) R[], 1717 “Cmanx” 72 8 HH 25 7€ 25 VD3R A5 1)
$pe R LB B2 o 24 43 1) JHG A ) 2 280 7 i 75 1 LA B . 20k 2 ) s (1] 52 381 Bl A 2 30 5
i o I HH 5 2 bt e A 1 /60, 2 CD 3 38 ) A 45 A G XU e 1k B B AR V) 26 AR80 1 22 2 30mT
b SCREAR AR A SRR R ARSI IS R AT 3k 56 Hh il e , AR T iiSchlerethds
A (Cancer Immunol.Immunother.20 (2005) ,1-12) K] HRH .

[0241] AL ARG “FRfE” —ABRIAA R FAF 2™ EA R FAH 255 X L
IR A AT R A2 i 0] T 24 W ik = B AA N 52 1 AN/ B AE it FH IS B = S BRI 52 11 o 35 PRt AT
BLFE L5 51 B B 5B R

[0242]  ACSTHr R TE “2e 4™ | “PR N 2 e Bl 32 1 e AR G R B B E
AR F A (R0 52 14) A1 25 BB SN R 35 5 M AN R AR 250t « “22 A L “f
PN 22 A BYCCT 2 07 BT CAFE WG T A1 G 2218 R TR 2 BAEAT VRO U B I IR VEA , 4n
A E RN, DL S S % R 0 A o o] DLEAT IR R VR FEAR BENCT-CTC AN/ BiMe dDRAFR #E 1L
S/ Y AT T 1R 45 SR 0 I 22 o 2 B 00 R I AT AL FE ek B/ S 2 | I/ i OV R
&I T Ee S PR AE , 0 R T a0AS B AR 0038 AARTEFRAE 253 . 0 (CTCAE) Hr o m LLIEAT Ml
P S50 % S AL HE W IV 27 I PRAL 27 5% L D) e 75 400 A0 R V23 AT » DA B A 7 HL e ARl
37 ML R 2 Y B BB Y VR AR 55 o AT, W43 ol o S AR 2 L U R (RIEE A X0k
CTHH Z WAL RS (MRT) BRI AR &5 (RECore ) AR AR AE L Ji st S 56 5 240
WM& FF LKA R FHA M AT 2 VR a0, MR35 A% B BT iR 1 F g 5 77 vk R i A SRR
PR KLRENYIMA R F AT d i 20 SV B 22 F0 /B 2H S iR A

[0243]  RiE“HRGHE" 8 HRAHE” B8 A 2 LB B8l 2 28 5 1k 2 HE AU &
ARAE “YEITA BGNE” 10 XN 2 CLVR a2 /030 7 FH 1 s e HAE O & a2 i) i
I FERRE R B BT IX — IS A 2 B R TR e 1) A A2 A B S RN —
FROIRAS o R 1“3 B gl AN AL ez Wi 1t BRI 7 Ve I T I FLEh 2 13

[0244] AT FIARTE “BRHLEFIE” 2 fa WA &) (B E 78 5 — B0 JH ) fil57)
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(11 CD33HE [r) A4, & W AT 28 /> — At WA IR 11 25 WD 26 ) BRI 52 71 &, T 3 5751 o A2 8
et AT 51 7S 3EE 200 L B e S o bR IS 4 BB i R A 78 , T AN EA B A B A B L
REFEAE FH o 3 — 47 20 B IG5 775 T DL 1 40 A S5 1) 711) &0 i AT o8 DU, HLizofl &
B 7E 5 3™ B AN R EIE R A& GRS PR H L2, DLT) BA T

[0245] FIAARIEWMAEWMPreclinical safety evaluation of biotechnology—derived
pharmaceuticals S6;ICH Harmonised Tripartite Guideline;ICH Steering Committee
S (199747 A16H HIF) i3],

[0246]  f, F5 £ B — B S 1) 1l 551 v B CD3 35 [m] 4k 5 W A 22 20— i 3 WL 38 A% ERT - (1) 24540
H G WA R & R T A RO B TR T IR O T DL P B SRR T B A
R PRI SRS VE T 7R SRONE o PR 5 3 PR 771 2 7T DA AR 488 329 B D 1) S Ui gk A7 DR 4, il
FF1% 0B AT DL — 0t T R Bl DA — R B 24 it T 82 o 25 W 25 WO AR A = ZE P LUAE
NE—IRTT S AN E I TR A S i H

[0247] A WA 25 WA &P ) w] FH T B At R BIRE R LA Vi ik N S 9715 9 R/ B
TN o i At FH AT 36 3 B o R e ke S B SR A E AT

[0248] 4N RZGWH G LR, WIAE T F AT BT IR 2R B9 50 B S A2 2 VR AR v
K] o IR R~ B 40 o T R R £E AN R PR R SR R OK (BWET) AR B #hK B R £h 9% L K (PBS)
BC5 VR RTEE E BT AE R A ] R

[0249]  5ACU B AH ORI B B , LB A% R 1 ) e i8 298 S ) R T4 55 CD33 o 42
O M A RO IE T T I R 1 5 A B ER (VIDAZA™) RI5—58 4 -2 Ji UM 1 (b i i
V%, Dacogen™) & J& T — B M BL BT RN IZ AU, I+ HOARe s @l iR & A
Joii 5 S AT H DNA FH 2 A4 Y b8 2 i of% 2K o A FHCD 3 3% S M A4 R 22 R B 0 AN 50U M
H 3 [FVE T 77 1R AS B AMLEFE A P AR 2 2R B 470/ 3 ADCCH Ui o SR, ZE X FER AT 5T
e, AML 2 i B8 505 &0 i 1) 3% 972 R s M CD 33 7R X e i Jifg | 1) 3R 3K (Sutherland% A
MAbs.2010Jul-Aug; 2 (4) :440-448) . K ik, L& AF H 50 102 , i TR Z Bk P E 7
TUERAMR 2 BR BT F o 45 R 38N G 28 SN 4B ML R Fe v B2 AR TR ) D Re e AR AR L R
TG AL A B P T AL 2 38 02850 S 20 L ot AP 20 L ) e S 4 L A

[0250] K] it , S6of B TS 8 0 R0 £ A% SR A R I R o) & N1 ) IR 4 e A ST T IR 1)
CD33L M)A W By, 8 3 T R 200 i 2 A R AR A A R 07 3058 RS2 AR AT FC-Fe
Y ZARAEAE o 52E AT TR LG, IS B I F AR SCHTIA () FOUE A% PR 7 4 PR SR 2 i
CD33ZRHI R IA I NN o T3 A1 » MIE Ik T4 P 0 200 P SR8 g (1) AR A A R 7 =QBH A5 0, WL 34 1)
PRI AL T AT R il I SR 45 & 2 CD33ZR T 73 1 M A Al A AT AR A - e S A8 (91
S SHP-1.Syk s Py & KI5 5 1% F@ 1)

[0251] b4, BT 7545 e I 1] £ A B8 14 1 5 Jir 4 40 A SR8 g (1) Tk P AN B 5 CD33 3Rk &2
ECA 3R — R I SCRE T IR O - HU RS 20 ol it AT — 973k, M A% 7 VA AL [ CD3 3 T4
B G R G 5 2 S N I A A 250 BRI, B itk 1) 5 AR ST I 3k 3 W8 A% DL 40 1) — Fof
% PhCD3 34 1] 4k, 4 ) i FH AT LA 50 VF BEAIG R 10 RURY e ME T4 I B 5 28 A 45 7€ I 8] 5 A
R

[0252] 4 Bpad , A4 A R W FH T 206907 J7 R I R UE AL R 1 1) SE ik H AR B 2%
S BEAL TG (HDAC) #1171 W DNA FF JE 4% R Bl (DNMT) T4 57) 36 56 0K A 490 it 8 v i IR 7 (G-
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CSF) A 2 H LA B a1 77 ANATRA (B AL EEIR) - HH 24 e L 28 /0 XURs S PR AL 2 A
28 HH SR AR TR R I FE A1 A 1 P 1) S 00 A 5 240 G S Al ) T2 Jl AN 2 L 2% 45 R Tl P 3 3%
W o I TAN B Re 08 1HEAT 1 SR SR A MO 2447 , BLAS 232 2P0 Kb Ji Ak 348 0 2 328 1) 4 928 3k
TR AL 1 55 o B AT M 2040 0 52 0 5 2 L4814, W02007 /042261

[0253] P AR STt () 48] T SO S PR 0 A2 A S 44 (1) CD3 3/ CD3 XU S P AL & 1) 1 3 (1) 4 i
BRI PR A0 126 SR FH 22 T 40 B 1 200 P 5 P 2o A v 3R AT 0 0 B B 3 1k RO TP i K
AR EE (F5 5 40 B B3 11 SN AE B 2o B 5 d IR FE 2 8] — P BB WM BE) FRIECsofE %
7N ML HE , CD33/CD3RURF 7 M BT M S AR T EC50/E < 20. 000pg /m1 , BE AL < 5000pg /m1 , £
EHEARIE<1000pg/ml , HEF L <500pg/ml, H 2 F %L <350pg/ml, HEF M
320pg/ml, 2 E ik <250pg/ml, HE ENE<100pg/ml, H B EM %L <50pg/ml, HEH
ik <10pg/ml , AL <5pg/ml.

[0254]  LiR%5 H AT —ECsofE Al At 5 28 T 4B A0 4l B 35 M A Wik T s AT — R4 &
4, 4 (N) CD8BH 14 TZH i B om A T 40 i 8 FH A 508 40 L, CD33/ CD3XURF e M e A g e A
FJECs0fE 1% <1000pg/ml , A%k <500pg/ml, H E F %k <250pg/ml , HEF L <
100pg/ml, E 2 FALIE <50pg/ml, HEEFHRIE<10pg/ml , H it <5pg/ml. IR L7 A7
R SR Sy ON BRI CD33 %% YL 4 A frCHOZH At , CD33/CD3 XU S P 7 44 A4 28 AR YT ECs o
M <150pg/ml, BARIE<100pg/ml, B FH AL <50pg/ml, LR FHMIEL<30pg/ml, &£ 2
FALE<10pg/ml, HALik <5pg/ml.

[0255] {1 SR 40 M & CD33PH 1 R AR KL 4 i R, MIECsofH L& <350pg/ml, AR E <
320pg/ml, H F F 1L <250pg/ml, R HAIE<200pg/ml , EE H ALK <100pg/ml, H %
HARIE<150pg/ml, E & HHE<100pg/ml , FAEIE <50pg/ml B K.

[0256] 24 (\) PBMC FH 1 %805 40 B B, CD33/CD3 U S M 47 47 49 2 44K () E Cs o {1 A0 i <<
1000pg/ml, EARE<T750pg/ml , B fILiE <500pg/ml, £ & AR <350pg/ml,, R H AR IE <
3200pg/ml, H & HEALE < 250pg/ml , & 2 HLIE<100pg/ml , H Ak <50pg/ml B HEK.
[0257]  &-ANCD33/CD3 XU 7 P 40 A7 A Ak P B A () A 2 R — B4k () b Y 2 T) 11 4 i 75
PEVE VR 22 SRR R 22 0B X PRI 22 FE v LG Wt B8 o T Bk 5 SR AR X
FIECs0fE 2 18] A LE 26 o A SCRT IR B CD33/CD3 WURE S 1 P AR Py R AR ) R4 2 BEAR 1B <5, B AL
<4, EEFEMRESS, EEEMRE<2, HiE<1.

[0258] b AL Frik i) CD3 34 [m) (b & Wk L IE 1Y) /2 » RE B 45 & 2R TAMICD3 2 Ak 2 A Wi
G A AR VLI, BTiRVLIX 4475 1% 5 BL R A CDR-L1 .CDR-L2FICDR-L3:

[0259]  (a) fOFEWO 2008/119567HISEQ ID NO:27H Frifii&f)CDR-L1. f7EWO 2008/
119567 ISEQ ID NO:28 ik I CDR-L2 A1 Zn7EW0 2008/119567fFJSEQ 1D NO: 29+ T 4
IAHICDR-L3;

[0260]  (b) WIZEWO 2008/119567[1SEQ ID NO: 117+ FrifiiR (fICDR-L1. W7EW0 2008/
119567fJSEQ ID NO: 118 Frftiik (I CDR-L2FIUNZEWO 2008/119567/HISEQ ID NO: 119 fiff
53R [¥1CDR-L3 5 A

[0261]  (c) WIZEWO 2008/119567[1SEQ ID NO: 153+ Frifi ik (fICDR-L1. {1 7EW0 2008/
119567fJSEQ ID NO: 154 Frftiik (I CDR-L2FIUNZEWO 2008/119567/#ISEQ ID NO: 1551 fiff
IR HICDR-L3 .
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[0262]  FEASCAT IR CD33HE [ 4k A W) — AN Pl IE FE R DL IR SE Tt 77 R, e 45 & = T4
MICD35Z A4 A W) 25 — 456 S5 i3 A & VHIX , Pk VHIX A5 55 3% 5 DL B CDR-H1 . CDR-H2 A
CDR-H3:

[0263] (&) fNFEWO 2008/119567HISEQ ID NO: 12+ Friii& ) CDR-HL . fEWO 2008/
119567 ISEQ ID NO: 137 Frffiid I COR-H2 AN Zn7EWO 2008/119567fFJSEQ 1D NO: 14+ fT 4
IAHICDR-H3 ;

[0264]  (b) tNFEWO 2008/119567F)SEQ ID NO:30 fr iR fICDR-H1 . fNZEWO 2008/
119567 ISEQ ID NO:315 Frffiid (I COR-H2 A0 Zn7EWO 2008/119567fFJSEQ 1D NO: 3271 T
IAHCDR-H3 ;

[0265]  (c) HNAEWO 2008/119567HISEQ ID NO: 48+ FriiiA ) CDR-HL . fNEWO 2008/
119567 ISEQ ID NO:49 Frfiid (I COR-H2 A0 Gn7/EWO 2008/119567fFJSEQ 1D NO: 507 fT 4
IAHCDR-H3 ;

[0266]  (d) WIFEWO 2008/119567fISEQ ID NO:661 AT ik i) CDR-H1 . 4N £EW02008,/119567
[(JISEQ ID NO: 679 Fr ik ({1 CDR-H2 A I £EW0 2008/119567f¥SEQ ID NO: 68 FT ik (1
CDR-H3;

[0267]  (e) WIAEWO 2008/119567(KISEQ ID NO: 84 A ik ({ICDR-H1 . 41 ££W02008/119567
[(JSEQ ID NO:85 Fr ik ({1 CDR-H2 A I £EWO 2008/1195671FSEQ ID NO: 86 FT ik (1]
CDR-H3;

[0268]  (f) WIZEWO 2008/119567[1SEQ ID NO: 102+ Frf#i iR (fICDR-HL . i EW0 2008/
119567fJSEQ ID NO: 103 Frftiik (I CDR-H2 I AN ZEWO 2008/119567/#ISEQ ID NO: 104 fiif
IR FICDR-13 5

[0269]  (g) WIZEWO 2008/119567[1SEQ ID NO: 1207 Frfi iR (fICDR-HL . W 7EW0 2008/
119567fJSEQ ID NO: 121 Frftiik (I CDR-H2 AN ZEWO 2008/119567/HISEQ ID NO: 1221 fiif
FHIR (I CDR-H3 5

[0270]  (h) #OZEWO 2008/119567HISEQ ID NO: 138+ iR [FJCDR-H1 . N ZEW02008/
119567fJSEQ ID NO: 139+ Frftiik (I CDR-H2 AN ZEWO 2008/119567/ISEQ ID NO: 140 fiif
FHIR I CDR-H3 5

[0271]1 (i) WIZEWO 2008/119567[1SEQ ID NO: 156 Friii& (fICDR-HL . 1 7EW0 2008/
119567fJSEQ ID NO: 157 Frftiik (i CDR-H2 AN £EWO 2008/119567/ISEQ ID NO: 158 fiff
53R [¥)CDR-H3 5 A1

[0272]  (§) WI#EWO 2008/119567[ISEQ ID NO: 174+ FrfiiR (fICDR-HL . W 7EW0 2008/
119567fJSEQ ID NO: 175 Frftiik (I CDR-H2 NN ZEWO 2008/119567/ISEQ ID NO: 176 fiif
IR I CDR-H3.

[0273] X T AT IR HICDI3FE M4 & Wit — AR IE K 22 , BE W 45 & R TAIMCD3Z A E &
VI 28 — 456 a5 M AL S VLIX, PRIAVLIX 3k H 4nfEW0 2008/119567HSEQ ID NO:35.39.
1251291618165 AR FIVLIX o

[0274]  WATIGHUALIE KT 2, RE M 45 & B TAHMICD3Z 1A S W 4 — 454 4 My a0 & VHIX
FiR VHIX 3% B @i ZEW0 2008/119567f¥1SEQ TD NO:15.19.33.37.51.55.69.73.87.91.105.
123.127.141.145.159.163. 17755188 Fr i iR A VHIX .
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[0275]

S, A SCHTA K CD3SHE [F AL SRR IEAE T RENS 45 & ETAMICDI AR R &

VIR e — 45 & 53, Finid 38 — S5 S I & 0 5 PL TR ARG VLIX AIVHIX «

[0276]  (a) LOFEWO

119567fSEQ ID NO:

(02771  (b) LfEWO

119567fSEQ ID NO:

[0278]  (c) Ln#EWO

119567fISEQ ID NO:

2008/119567HISEQ 1D NO: 178821 7 AT iR [ VLIX FAILEWO 2008/
1585 19 BT 3R i VHIX 5
2008/119567FISEQ ID NO: 35839+ BTk fVLIX A UIZEWO 2008/
33837+ BT iR [ VHIX 5
2008/119567FISEQ ID NO:538k57H BTk fVLIX A UIZEWO 2008/
51855+ Bl [ VHIX 5

2008/119567FISEQ ID NO: 71875 BTk fVLIX A UILEWO 2008/
695473 B IR I VHIX 5

2008/119567FISEQ ID NO:898k93+ Fr ik fVLIX A UIZEWO 2008/
87891 HH Fr iR I VHIX

2008/119567{ISEQ ID NO: 10785111 Bk (R VLIX A AZEWO 2008/
10585109 Fr iR Y VHIX 5

2008/119567({1SEQ ID NO: 1258129 Bk (R VLIX FIAIZEWO 2008/
12385127 Fr IR B VHIX 5

2008/119567({ISEQ ID NO: 1438147+ Bk (R VLIX FIAIZEWO 2008/
141851455 Fr IR Y VHIX 5

2008/119567ISEQ ID NO:1618%1659 Bk (i VLIX A1 UIZEWO 2008/
15981635 Fr IR I VHIX 5 Al

[0285]  (j) WIAEWO 2008/119567(KISEQ ID NO: 1798k 183 Frffiik [ VLIX FIAIZEWO 2008/
119567/SEQ ID NO: 17755181 Ak (i VHIX .

[0286] AR & A ST ik (1) CD33HE [m] Ak &4 K3 7l JE e 8 45 & R TAHMICD3Z AR E S W) 28 —
G L BE R — NI S T 28, VH-IX FIVL-[X ) 6 S BB HTAR (scFv) TE R i VHATVL
X PAVH-VLERVL-VH 7% T HE A o A 35 1, 12 VH- X 4 58 A7 B34 7 F1 NSt o 1% VL- X 4% 5
A1 2R 751 8] C-if o

[0287] AR SCHrik ICD33 R A 4k A W) (1) — N PLIE SE Tt 7 R FFAEAE T RE 8 45 & R TH
CDIZIRE AW S a5 G ah Mk, Frid 58 — 45 & 45 M & HW0 2008/119567 (1 SEQ
ID N0:23.25.41.43.59.61.77.79.95.97.113.115.131.133.149.151.167.169. 1855187
R 5.

[0288] A STRT IR I HIFIE AW G YAEA ML B B TRy yT | ol /B an
AT IR B 955 B B2 2 L 2 I RIS “YR97 2 38 VAT IR YT A TS sl 1 P i
T RIT AR IR N T B A T LA 2 B AL R Bk B AR /RS B T/
e 7 PR R B B AT T 5 0 / e A ) A ) (%) B8 T A, L H B =2 V8 TR T VBRI R T
A5 NSRS AR L 3 3 B I 12 O RE R B R AR e A ]

[0289]  FRUL “FE EyRYT I” ALHE AR L O & A B A DL K 75 BB 1% PR A5 1) B o ARIE R
T3 A2k I FH A ST IR 1 2 10 Joi 1) 5510 ) v o H 3R i A AT 05 D o 0, 47 g A A S B 7 B
Y55 5 P I I 1 B2 T L, 55 58 R 7L 50 4 At e 2 A8 B PR 3 9 ) I AL HUIR 990 o AR S BT i
YRYT IR / A P I PR A 1 S A9 B, 95 A SRk 1 R 3 LS

[0279]  (d) tNFEWO
119567(¥SEQ ID NO:
[0280]  (e) HOFEWO
119567(¥SEQ ID NO:
[0281] () WILEWO
119567f¥SEQ ID NO:
[0282]  (g) WILEWO
119567f¥SEQ ID NO:
[0283]  (h) WILEWO
119567f¥SEQ ID NO:
[0284] (i) WILEWO
119567(¥SEQ ID NO:
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[0290]  #F—HEsjti 7 R, AR IR S 5 255 B AR L B IG5 FLA
A5 JE AN/ A 5 — A ) A SCFTIR — Fh el 2 iR i AR V67 A S I G
AR 23 S OFEEAR T, AR A GG T RH A

(02911 ffuadk i , 7548 FH ) 7 B AR B sl A Rt e 52 2 SR & R B o

[0292]  FERELCSHTT b, 9 ST UL S A T e A  4ERF B ORFR i 4L & Y 45 an
pH R I PE IR L (osmolarity) VR REE ERHFE B S8 1 AU R B M RRUE 1 VI
i BB T 2 W B B2 03 I 13RI R o FE X R ) SISt 7 S8 P, A3 I R R 4 HANFR
T E R (H 2R 5 2 B, R A B RS 2R, 2R , BB R) 5 PLAE Y] i
AT CAnPr R LR , VA FR BN B B R Z8N) 5 22 hf) (9 an iR 6, Ak IR A 6, Tris—HCL, 47
B EL , MR Eh B T A HLER) & (bulking) 77 (W H WS HEAR) &7 (N4 i
U4 2,18 (EDTA) ) 5 2477 Canmbndk (5] , 58 Mtk i e B, B—PRR0RS B30 74 25 -B- IR KE) 5 50K
BB s BB s A A AR K AL & ) (B an e 265 0%, T B2 R EORTRS) s SR 0 (i B &R, BBk
TPEBRET ) 5 & TR, VAR A FRRERE A s FLA TR s SRR PE R S 9 (U5 2 0 e g e i) 5 i 4>
TEZIKTE SR P S 1 (1) s b7 5 7 R4 &E, KPR, KR, ik, K &
B, S0 PR R FE IR HH I, X R B 2R R RR T i, &0 0 » LU AR Bl AL &) s W57 (b vl O
TREECR 4 TR B (i H ER B L AR ) 5 8 ) s 2 I M R Bl ) (s A e
5, PEG, Bt /K L1 BB TS , 56 L A B 4] 5 L BB T 20 , L B4 E g, tri ton, T T =B,
YR BT , JIE [ P, ZR9& VI (ty loxapal) ) s A e 1 3G 5 71 (9] G 0% i L BB IBE) 5 5K ) 3 9
A (5 an i 4 g e A Al SAL BN B BT, H ER I S (L ALK ) 5 B B s FRRE SR s TR
JE 7)1/ 8% 245 F Ak 7 . 2 W, , REMINGTON’S PHARMACEUTICAL SCIENCES,18”Edition,
(A.R.Genrmo,ed.) ,1990,Mack Publishing Company.

[0293]  fERELLSI 7 R, oA 245 52 A A WD HH AR TR AR N SRR i 451 dan e FH 1) T30 3%
2 3% 5 RN BT 75 7R A 5E - 2 0404, REMINGTON’ S PHARMACEUTICAL SCIENCES, 7] F.
TERLL S 77 Ze b, SR G W] DLSE e A SCRTIR P 5 45 & B ) BERAS VR OE 1 i
PRE B AR N T R 26 o 7E FE L St 75 b, FE 25 A& Wb 1 32 4 W el Ak 1 1
A LA KA BRI 45140, 538 B TR P a8 AR mT DL v 5 FH K AR B ER KIS N T
M, TR AN TS 1 T M B At B 6 286 0 Hh i LI SE A b L o Hp 1k 2% o R /K B 5 L 3
H & H IR G B 3K i — 2 B R B NP o A BAR B STt 7 S8 b, 294 &) B & pl
297.0-8. 5[ TrisZE MR , BipHZ)4. 0-5. 511 LR Eh 2% i, I HLIE G n] DL AL 11 AL b i
BUE T 1) B AR o FEAS R B ) BB St 7 R, AR SO I N HUAAR BB R 45 Bl A L
Bk B Pe AR M 2 Ak 1 20 A P ml LAV T BOK R i e X @ I R & BA P R AR FE N 4
() P 3% 404 ) 45 AT ik (1 IE 18 77 (REMINGTON’S PHARMACEUTICAL SCIENCES, [6) |) #E47 i)
% UL T A7 B Ah , FEREBE STt 7 2, AT IR B NPT B PR 456 Fr Br sl SRk
(R T A A Fa A A FH 3 24 PR TR 700 2 e T DA T 1) e 1R 770 o

[0294]  ARSCHTIR 2V G nT LLIEHE T M B Ak 80, 4 &Y ml g e £ FH T
N BT I8 AT 35, BN SR 11 TX AR IR 2 2% b ] RS2 I 2H - W ) £ A AR ST I B
ARG N o i) 751 2H 23 0328 b DL 25 245 358 457 ] 432 52 B R BE AR AE o AR SR EE St 77 28 vh , G srll FH T
YEFR2H A WA A B pHEAE A T AR pH T, 1885 7E 295 22 298I pHYG I N .

[0295]  Z5pERIE B it F , T AR B E T A 2] UL LA TE AR 1 W B Al 252
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(R AR TR R T SRAR AL, B v A 5 7 24 5 B mT 4232 B IR Wb (1) e 75 R A SC TR i N
PR HPUR 256 Fr BEEUA STl (I eAR A @ 44 o FH T B A S B RS ol 60 T A 72
JC TR 28 17K, F b AR ST T I 1R 70 ) JE A A G i) S >4 DR AT 1) G T 1) S8 T T 7 Rl S
Tt 77 S w24 AT LAV S 75 43 5 AR G0 m] 3 SRR | AT AR A ) RORE R S A A
Wy (a0 58 FLIR B R L WETR) Bk 1 BYUTR Jo AR B E f1 Bk k7 mT AR v 48 P AR v 5
TR IR 7 it P 52 428 BRSO TN o AE R L STt U7 S b, ] LU R A (R I AEIR A R RE S5 R
)35 B IR o 7E FE L8 S 77 v, v NI 25 i i 3 B mT LA TSI AR R P 45 &
HH

[0296] AR 245 AH & R A ST AR N B3 SR U 2 S 171 2 WL ), 0GP B AR ST R (1)
PR G AR A Fo7 22 B3 52 428 358 026 1) 371) F 1) ) 370 o FH T TBC 1) 22 b L Ath Fp 2 B s 18 ik T BRI
AR G g Joa A B A4 AT AR P o R R AORE B 22 L BR T ANARAE O, 0 A SRR N B
(). 2 DA 4n , [ B % ) B 5 No . PCT/US93/00829 , Hl it 51 F 3 A\ ALk 7 F T isi% 254
HAEMR 2 LRGP AL ORLIR 52 35 BE T 47 SRS THUH) 28 4 mT DAL 4 DA RSO il b £57) 2 38 15
TR ZE T 2P -7 M 2R B ) 25 ot o R SR I 3 o ] LA LB B , /KR, RS s (e[| &
FNo.3,773,919FIRK I & F H1 15 A FFNo . EP058481 1 Flr A JF , —# Hidad 5| FHIFN) , L-%5%
TRy LRE-L-BRAERHILEY) (SidmanZE N ,1983,Biopolymers 2:547-556) , % 2-#%
2 FH-H NI (LangerZ A ,1981,].Biomed . Mater.Res.15:167-277 flLanger,
1982,Chem. Tech.12:98-105) , ZMHMEEHE £ 4%l (LangerdF A\, 1981, [A]_E) B3R -D () -3-¥¢
FETER (BRI A HE 3 A TFNo . EP133,988) o RFEE R & 43 T LA B4 w] i i A sk o 2
B LA 735 R AR AR v & R AR . 2 WG, Eppstein®E N, 1985,
Proc.Natl.Acad.Sci.U.S.A.82:3688-3692; KK % H|H i 2 JFNo . EP036,676 .No . EP08S,
046 FINo . EP143,949 , Hiiid 5 FHFEN

(02971 FH-T-4A PN it FH 1) 24 W 40 & ) 388 5 A D DG T ) & D B A8t o KRR R DA e ol I ik i
Kk B S 2% A AR T A B Z T R K T DU A E A 2w e JE AT . A
Tl B 4t A& 0T LA T T X EES R A7 - i B AN G e B T R A LW
FER A 22, ol an , B w4k Rz T v S At o 28 1 28 1 1 5 ik N Y VA BN

[0298] A HA ) 77 L 46 B G2 e ke @ Al ), LW DL AR5 4064, anlE s % )
HITEWO 2006,/138181A2 (PCT/US2006/022599) Hr ik (1, Foidid 5] F DL BE R I N AL
(02991  4n bR Hie i, FELe il e pris i @ fh i B A & FRE a2 A K I Z4MA &
() STt 7 58 I AR ST IR I HUAZR A Sl A A7 34 B0, 2 48] A A8 426 7 A1 v A AR S At b 7 33 BH
T IR 1 — el 22 BRI IE 751 o 76 77 100, A B A A8 B RO 770 Rl 25 B, 461 4 1 5 o)
FET P HR A 22 AR W) SR 1 GrOR FEE RT B V2 1) 1) 2B DL i R 7 N B AT 3 ol o 51 AN 7 v
Fe € W CAHEHT T8 an 7 138 32 50 i A7 A5 A A o & it R AN G S i AR R R AR R g
B P AR AN I

[0300]  7E 4 [ ks & AHC A4 RE LA R AE 6T T A B 77457 T, 7] 45 2] 84 Mgl , v a0
ArakawaZ$ N\ ,”Solvent interactions in pharmaceutical formulations,”Pharm Res.8
(3) :285-91 (1991) ;KendrickZ N\ ,”Physical stabilization of proteins in aqueous
solution,”fF:RATIONAL DESIGN OF STABLE PROTEIN FORMULATIONS:THEORY AND
PRACTICE,CarpenterfiManning eds.Pharmaceutical Biotechnology.13:61-84 (2002) ,
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FiRandolphZ¥ N\ ,”Surfactant—protein interactions,”Pharm Biotechnol.13:159-75
(2002) , HoAg— it 5] UL H BRI NS, Fe ol A ok T RIEA K B A el A
HFAI R 77 e H 7 VR B3 43 JUH2 00T T B B F /BN B2 97 & I i 3 25900 77 i A
TTERE T

[0301] W DAAR 488 A % BH 1) S5 1 S i A3 £ FH 14900 2 80 =5 AR 40 A B 1) ) 551 1 o 1 o i
A/ Bk 7, F /B3 A PR I R BB R IRV AR R/ B B AR E 1

[0302]  dn A Jfr JEI Ny, B8 Tl I &5 6 22t 1 AR D b ) T F A R A I B A R
Jo H s FEL g R e 5 A S sl 2D B AT T AE ELAE (O 5 | RDHE R 1 A ELAE D 1) i B ke AR
HE B RIRE - BT nT DLk 456 22 85 1 ot 1 4 02 AR PRI DR B (——CONH) kA% € £
H B AR RS o AL, 8 5 HR T R ey AR M 25 ] 1% 88— A B AR Ak o] DA 2 23[R )
FREE A AR R, FF ey 1R B b B A BUER SR AN A

[0303] &R AE H B [ R0 52 e 7 THD 2 35 AN R o B 1 S HN B A AR IR 2 02K
A T A BTk R 9 AT F T AR 38 A & B 1) 25 W26 o — A S0 A 8 R ke &4,
8 T 56 B B AE VA VR R R R G R T T s M HE A S AT 1 A S A R AR UE I R
PR SRR « AR B AR BV o S5 W) 008 5 7 v A BE (g, > 1R R B R o)
A DR B B 5 AR DTUE H R (SRR o VR TUE T AR AN/ B R R
(“BRVE”) o B “ERUE” A0SR (ARG R 8 SCEA PR I ks R AL E .

[0304]  HR¥E A B I 25 Pl L it 77 52, Vi 25 R R IR Be 08 4 T Puas iy i Al m b, e Ay
AR AR e AN BT AL I LA S e ARAR AE B & BRI R R - 2 H IR AN AR 7T H T 42
SE iR B B B H &R PT TR DU DR IR B JE U A M AT RE RS = R T LA T
R A RO R i) 7R o () B D SR A TR R R T AR A Ak )

[0305]  Z JLmEALFERE , 5 dnH 28 W e R AN 1L BB I, A0 22 52 BRI, g G H v AN
CLAR T ARSCEHE I H 1, 58 4 1 (PEG) G KB i - 2 ToBE A& SR W) o e AT TAE I A4 A
TR0 T A RS DA OR 37 B 1 2 S M) B RN 2 1 2 22 o R VR 2 1 7 5k
71 b .

[0306] %)% BH s 510 St 7 22 A Y 22 Jo R A3 H J5 l , o F SR B DR 7% 1 i 551 o
[PIGFI) 25 M e e M o B B BRI 25 M e M o Bl 5 R TR 3P 745 o R — s A o L B
W I A0 AR A2 FH T IR T 5k 3R AR e A DL X 12 i ae R A 0 R S T ) et R ]
JER VR 1) B AT OR3P BRI e 1R o A Db (5 Vi 0 e A e (A1), a4 26 W R LR, mT AR
A, 2 T 850 2 R FHRS 2 IR e 25 o DRI L, B AT 1088 5 AN R AR 4R A i IR A I LI 1 22 o B - ik 4
T RS B N A o R B S G R S B TR 1 2 A T B /K D SR AN 26 0 , I LRIk A
FeAb, W AR AR AR X J7 ARG 2 JulE . PEGE AR E B H BUFE A R IR 777 L 22
A R, I H AT LALE AR S B B 1k 7 T A

[0307] i Ay Ak sl ) () SIe it 07 SRk — 20 A 5 R s M 77 - B B B 0 1 VT RS 2 WM A
KM b, FF25 5 AR M FIBE J5 58 S A2 ST ] =R — V3 5 1 Adb o 3K 6 52 36 5 5 B 1 B
5 R S L o 3K 645 55 (1) AH A FH — A5 8 1 oAk B R S L, e e e o A 3 i h i R
WA T s A AL B R

[0308] %[ M4 7738 & B T3 b < i) B 2 3R TR B o A R BR AR 3X 7 Th A I 3R T v
PR ALHE 5 1L AL EE R 20 5L B IR IR 80 « Mt 7K 1L B I 58 £ AU IR A iy L At i 17 T 1S R YT %
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U188,

(03091 3 [t vk 14 78 5 3 FH 4% 1 B 18 oA R A i 1tk o AR 3K 77 T, 2 T v A 7R ) A FH 72
TR R PRI RO 45 78 1 2R T 1 7R 5 A e SR s R IR e B .

[0310] SR ILIALEENS b 32 A AP, IF HaE it e 1, &8 2 8 E 1 S e bl 5
AT 1 o B 2 B AR5 ) A FE A R 1 28 A o AT B, 2R (L B R I S 1A Y, HL s Y,
TEEATH) B AR RO FE 8 F o AE3X 7 T, 58 1L AR T 25491 0 B 1 TR 771 A JH e (1 A%
TR PEEA A T A — R

(03111 HufAcay i A il 77 (1) Se it 77 SRk — 20 A8 — Pl 2 Mt &b 5R 72— e F2 B BT BA
TR s 24 5 P 05 AR RN B 1) 3 2 B 7K, ol e 22 R T T B Lk 24 4 i ) R R B 1 B
A FH A PrE A IR 77 AT LA AR L R AT B 1k i A AR g AR X T T A R T
AT B FE R SR 7R SR/ E R BRI B AR NS A 7R o B AR B A R B B V6 9T 1 a1 DR R R
AT I 72 AT I, 7 HOREE S ATTHE 7™ i O o A S0 TR B3 4  EDT A AR 4 A% K B AE X
J7 T — MR IR B B A A

[0312]  HUA AR AR IR i 1 o o A5, 30 D 591 510 G e ) e 2 D H IO, T DUR SR 29+ —
BBt o DAL UtL , FH T A R BH B BB A R B, B A SR T A , YR B B 78 43 sk 2D B B s DR Al
A E B AT e

[0313]  EAREHAKMGHFIT A &EE 1, ot a1 B2 W sk A Rl hr % &
VIR 06 75 B, UEE , 22 TV 15 i I 25 RV VP 0 5 1) o <2 B -t mT DA — LS B fIKER B
JRIT R SR, 45 8 B8 Tt AL R a1 R s R AL 2 R

[0314]  BEES T (10-120mM) nf HF#l il R A RIR 7N FREAEIR.CAZE T (Fik
100mM) 7] DL $ e A ) it 5801 W A% R T 11 A e 2 o LR, Mg ™ Mn "2 RN Zn "2 \] LA A rhDNA 25 72
5T o S, Ca ™ FNST A LAFRE R FVITT, & T LA Mg ™ Mn ™ FlZn ™ . Cu™FliFe L Fa s , 3F H.
ALPE TR N R 4.

[0315] 7 g 2 s 1) 7510 F) S it 77 5340 B0, 15— Fh il 22 M7 J 791 o 2T R0 T M AHITR) 25 25
I — IR BRI 2 5002 B AR, B 8 72 R o e AT T 32 D R 2 I AR M A=
K, FRHRORAE 2590 77 i B A O ot S B8 A5 P BARRE P 7 it TG TR o o R T B 85 7 B o R i L R
Py A TE) B By o IR BT S R S /N o 1 Tl B A — A AR K D s, S B T R R
Jo i U AT e A A PR MR BT A L s 2 B E R A R AR E e CRAR) LI
CL & NBR e 2 A EE B B R R — DN FEE RG2S AR, RZEHER K
2455 I ) FH T SR R A < SR T, 24 22 5 SRR PTRE I, e AT TR A A R T R I B
L HAR T T . — MBI R S, NAEK R (WGH) , LR B S HI I & S 30T
B9 M8\ 22 ks R S 28 2 ) Ak . B BT 3 B e 45 2 2 /20 DY RO R & hGHIT JE
#7521 2% s Norditropin (44K ,Novo Nordisk) Nutropin AQ (& ,Genentech) Fll
Genotropin (% THI— X iz E 24 &, Pharmacia&Up john) &4 Ky, 1fjSomatrope (E1i Lilly)
FH 1) FE gy T 1) o 787 J5 70 284 ) T A A R ek AR e LA 7 T 75 22 I LA 25 58 FE 2540 7= i v )
BRI AR L b 2R A AL o X 75 M AE — 8 1 AL 5 R FEYE e N (1) 45 e B B 7 5 BT
WP JE B AEA I F B B A e M IR T I A AL

[0316] L w] LAFHUREET , 25 A6 77 JE 751 P 0 A 1) 551 P 1 L 2 = o) 51 B 5L B e 12k o ¥4 R T 5
()72 T LA AE A B B 77 R R T, - HAEASE IS B 58 B 8 770 R B B R B AL o IX 4 R T B

43



CN 111888474 A W OB P 38/97 T

JE3 77065 B 1 o k1 R 1) 5 DT S 35 982 A G R AR 1k RS o PESR AR s AR B 0 5 B TS 57
R ARG 5 M B 4 R RN PR AR TN (K18 F 2440 A) c BERM E B — A2, M%7
B 2 RN BT TR 7 2H 20 1 B 24 1 551 H e B 5 B3 3% T

[0317]  ARSCAT IR () oA i A — R gt 1 v D F 14 e 1 it O A2 AN v2:, F TR e 1)
Jite FH 71 £ At P AT, BT 8 S I R e YR 9T, B AR mT M IR e R R A S B At
I o DR AR B8 A i B 114 1) 3510 7T DA A ¥ 11 B d AT ] A 38 1S 42 SR I8 2% , B S (HAN R T
SN EH ZH . E gAY IE , FUuEE g E AR AR, B ER K P AN SR 33 5 ULPS 3 g A
B RS

[0318]  — HLiZZyWZH ST AL EC T, & o] AR VT BV 6 I« L7 [T AR | i AR B
AR A it 7K B T R A A A i A7 AE TS T /LR o SRR 4D #7510 R A Dot 4 P A 7 3 i DA it
AT AT 3 (B0, R 09) B A7 o A Uk B IR 3 At FH T 7= A B 551 B il FH B 1 7 o AR
KPR FIE ] % B & F BA TERED IS — A28 B A KPR 28 548 LA K
AF 1) R e S g R R, SR AR A BEORT 22 i 5 1) TIUAE e v S 2% (9 2, YAk e S R0 L o e
#% (lyosyringe) ) MR S PUARMI @A B B 2594 S V016 TT A B 1 M. B Y
RTHIANYE T 5 50 B o ARSI R N U B, TV 97 10 6 0d 71 2 /K550 2 AR
P32 1E (1) 53T~ IETEAE FHI A SCRT IR BraA i) s R BT T 110 38 SLAE it s 2 AR Y (fk
PR THT B AR B R /IN) AR/ B R (RS RN — FRC A RER Id) T AR Ak o 75 FE b s 5 %8
I AR 5 28 BT AR 5 771 8 948 80t FH i 4% DA SRAR S AR VR 7 R - LB R 2 Bl T 20 1
g/kg % m1AZ130mg/ kg B 5 /=1 , Bk T b SC AT e IR 3R o 72 BRI s it 5 2, Rl = v
ATLANT . Ong/kg 2 i £20mg kg , AE37E N 10ug /kg %8 /H1ik £)10mg/kg B A 100ng / kg 2 /5114
Z15mg/kg

[0319] & 7 B — ol 40 FF (4 il 351 (R CD3 34 ) £k & ) AN 2 /b — Fh R MR AL IR T A &
BH (1) 25 A0 S 016 97 A 28R e 3 b T S50 03 R DR 140 7 B PR B I , TG I HR 0 ) A %6
FF S 1] (1) 350, B TR v 5 B A BRI IR T o X T ¥R TT CD333RIA JIRe , 78
— 550 FF ) 11551 R T CD3SHE [ A A A 48 /b — R WL A% (R 7 (B ndriCD33 /CD3 BT ) 1
PR 28 /b — PR I AL R T IR T 30, AT T R &R 97 10 B, AR I 4 4 i A= 4 sk
JigRg A= K 28 /D 24920 % A 240 % D ZI50% VBB Z160% VBB AIT0% L EB /D Z180 % B E
2390 % o 0] LATE BN AL o DRSS A H | IR AR KR BE T, B B 0 R AE N IR
I IhA

[0320] 2 Wp2H & W ml AASE P57 28 B vt FH P T it PR 25 W0 2 & i 15 9 25 B ) S 9 56
[E & FINo.4,475,196.No.4,439,196.No.4,447,224 No.4447,233.No.4,486,194.No .4,
487,603.No.4,596,556.No.4,790,824.No.4,941,880No.5,064,413.No.5,312,335.No. b5,
312,335.No.5,383,851HNo. 5,399, 163 Fréifiid , fridk L H| #i i 51 HIF AR,
[0321] N 4 ERfE , AR B AE SEASBR F FAR I35 5 R a1, IR A B v LAAR AL o A SC R
PRI 10 S it 491 A2 AN T B AR St 7 R 00 H 1, 3 B B AR IR il A K B R va
A B T 3 RS R R B SRR 5

[0322] AN B 5 SCAR 1 BT A H R AR B 51 B & A (RGBT A & R & R s R
HRRA  HIE R R UL R R EE) A8 B SCECR S, @I 5] AR AN AR S AR SR A AT
e P 2R AR R S AR AZ R B B T 7 5 R B T LA B S FIX Be A T N 2 il 5] - IR
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(A KL 5 A 0B A7 J& A — B FE L, AR 0B TR0 S FATAT X At Al o

[0323] syt fs

[0324]  FEALLL T (0 St 451 F T 158 BH AR i B ) B AR S it 77 8 BRORFAE o X 16 SIC ik 451 AN I i e
SRR 1l i B P e R o /B0 i A st 45 FH T 1 B I E B8, S ELAR 2 B AN p AR SR PR i)
[0325] szt 5] 1 - WIS ALAS M 25 401 N CD3SHE [l A 5 Wi 5 0 &t 3 M R b )
[0326]  CD33FRIAIK P-4 % 5 9 T A SC i # 4nAMG 3301 CD3 3 4L [ £, & %1 %k N AMLZH
IR P 35 P R P S AR B TR b, A N\ U 0 2 38 fin 20 2 1 25 R AL B (HDAC) 1141 571)
BUDNAF 4% # g (DNMT) T4 il 551 ) 2 WL AL AZ A5 245 W0 D FHT-AMG 33075 5 1 48 g B3 14 1)
BT 71

[0327]  NiFAT SIS B, &8 B A0 40 B Mgk R i A 75 R A AU AR PR AR AT Y., 3 I
PR 43 3% & ETANAE (Pan TAHAR 4> B5iRXF) & 11 :Miltenyi Biotec,Auburn,CA) o 4R 4 il it
T ) B R 05 P 2 B 25 9 30 FE FH3uM Cel1Vue Burgundy (eBioscience,San Diego,CA)
HATARIC

[0328] LR ATk 4E4E N B BE0CT-AML3 \KG-1a ML-1 NB4 . TF-1 FTHL-604H iy (Walter&s A,
Blood.2003;102 (4) :1466-1473;WalterZs A .Blood.2004;103 (11) :4276-4284,Wal terss
A .Blood.2005;105 (3) :1295-1302) .

[0329] [ HHEEZL & H (PE) 255 1IPLCD33 Pk GLf£P67.6;BD Biosciences,San Jose,
CA, USA) 18 i it U4l O R JE B 78 28 ARAMLAH L A1 40l &2 ECD33K A (2 WWalterfE A
.Blood.2005;105 (3) :1295-1302) »

[0330] N 7 RHTIE R AN EE AL S I 8 i, R TR AU K R SR L AMLAN Y , S8 )5 7E96
FLIE MR (BD Falcon™) HDL#E225uL5 73 i (1) 5-10x 10° AR/ FLAESTC R (F£5 % CO2 Al
A HATIEE , TR RE IR S A AN FIR BEITANG330 LA A T AN [A] R « (= T) i fu bt
RIK TN - A8/ NI i, 4 TR AR IS 4R 47, 6- - Jpk Je—2- A< 3L 05|k (DAPT) , fdi FHLSRIT
g% (BD Biosciences,San Jose,CA) SRl 5& 40 M B 2590155 S 4l o 2514 , ¢ HLAE
HFlowJo (Tree Star,Ashland,OR) #E47 43 M7 o 3883 1E [7) /0 ] B30 45 4 A% F-Ce11Vue
Burgundy J k(1) £ 14 Sk 45 751 AML AT D o

[0331]  Jy 7 & CD33 V™7 , AMLAH 55 43 1A AE AN 2R AT AL 3, BY 5 AMG330 (250Pg/mL) BEAEZ
G AR BRICHIPLCD33 PR GLf%EP67.6;BD Biosciences,San Jose,CA,USA;2.5ug/mL) —
I B o 48/, 4B ML AE DK VA I B R Eh 52 vh 37K (PBS, GIBCO Invitrogen) ¥k LLRR
EREGEWPUE, IFE BB ST A 2% a4 MIiERMPBSH . H T-AMG330A 5P67. 654+ 5
CD33[M &4, Rtk P67 . 6 B AS FH—Hiiiy & A AL 2 (1) FHAMG 3304 2 1) 240 i [1) S 40 iR, AR /s
REMESRA KRR IT/NR 1g61 (LATEPBS/2% FBSH 112 . bug/mLAdi F) Fl4E 2555 FlZ—JE4T
HH (PE) (BAEPBS/2%FBSH 2. 5ug/mLffi i : —#F# >R EBD Biosciences) W & . [ FEHb,
FARZ A HIP6T . 6B A F— U0 B A AE T FIP67 . 640 FH (1) 40 i i 2520 3R 5 R Ja PR i5 4
HE5EMER AN RBRIT/NR TgG R e FE AR & , B HEEE R MR -PER G E - N
T AHEAF A, 4 BT A R i FHDAPT Ze ¢4 SR HC R 22 /010, 0004 S 44, A FHF LowJ o 3K A4 7E
CantoyzU4Hfu{X (BD Biosciences) FrMTDAPT-4H . 24 H A7 ok yeom BE (MFI) B 4% H
St B2 45 A CD33 ALK 43 L .

[0332]  4nf&| 1+ Fir7 , FHHDACHDHIFRIMA LY = Ath 14T 3R ) T A B , 5 B 0CT-AML 31 B I b
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KG—1a4fl g 1 CD3 32 128 1) ¥ 55 16 1 o B e B 2 , AR T AR AL ER A 41 g, M bE =] 4t il 223
RIJARBEXTAMG 330175 3 %) 4 A 25 14 1 Hh b B B0 (KG—1a>0CT-AML3) o FHDNMT T3] 551k
LT P4 B 3K 5 30KG—1a . CD33RIA 1) 5. 35 38 in o — 0, A T AR AGEE A 20 A , FHR L
W EF AL B S, KG-1aZH AR 15T AMG 33035 5t 1 4 i 75 1k 5 35 58 Uk (12) &

[0333] s fs|2—AMLZR A -CD33 MBI INANG 33045 2R Thak

[0334]  FRELAR

[0335]  AMLAHAE & EAICD33 i

[0336]  AMLAH i ZRHL-60.PL21.0CI-AML3KGlaFmMV4-114F 24 FLAR P AE S50 R LA X 10764
YR /m] BEFh UM AS AT AL TR (UT) , 5 A 10uM (H1) B8100uM (H2) $23E0% (Sigma) HHAT#ES: =
R CEBORVETRAMEE2HR) BB AR 83K, WOk 4R, v HooF @ i i N4 MR 73 #rCD33 %
[ FRIE 7K A2 A

[0337]  [&I3ANE2E R T CD33ZEHL-60FMPL21AMLAN A | DL & fc ek 77 =iy i

[0338]  ZR2: /AN & fa , @i i X 4r B AR I € FIHL-60F1PL21 AMLARARHICD33

MFTEL %,

(03391 [cp33 MPILL % UT H1 H2
HL-60 134.9 171.3 210.0
PL21 166.9 177.9 191.8

[0340]  JRARAMLAHMI 1-CD33fF) 11 -

[0341] i pr ik , = A JEARAMLAE fh AE 1 24LAR R BAL X 107 6440 i /m1 2 M (Krupka,
Subklewe%$ N\ ,Blood 2014) . 4 A4 AL EE (UT) , B A 10uM (H1) B 100uM (H2) £ 5 iR
(Sigma) FEATHEEL: =K GEORVEELRMEE2R) FIALHE A LR-5E3R, R4, v 2018
i A AR 43 AT CD33 3R T Rk ) A AL

[0342] 41K 37 T 3™ B R il v 1 LA AE R L IR 8% 5 1) 28 1 R A ER 2 R 1 CD3 31
.

[0343] 3.ty U4 A AR W e 1Y oK B AR 3 21 JEACAML 40 M 7E FH A2 B R 07 & 1R A2 K
JGICD33 MFTEL R,

[0344]  Tcp3s MRIHL % UT 1l 2
IR, B2 3.7 4.9 4.5
R, B2 4.8 4.9 5.1

[0345] i 4 A —4E v 3B Rl -+ (G-CSF)
[0346]  AMLYHJMI £ _F-CD33MK Fifd:
[0347]  AML4HfE ROCI-AML3FIKGLafE24FLAR FHAE S0 R LAS X 10 5N i /m1 422 Fh o 40 A
FHATALFE (UT) , 5% FH200ng/ml (C1) 8%2000ng,/ml (C2) G-CSF (Peprotech) AbFR 10K . &F % J& [
B IR B IING-CSF o 75 25 10 % , WK 4t it - e it it =X 40 i R 73 AT CD3 33K [ 1A (1) A2 4k
[0348]  [EI5FIFARE R T CD33LEKGTaAMLAR AR | DAk B A itk 75 =R

[0349] 4. 3@ i ¥ 204 AR I 5E FOKG L a AMLZH i £E /A FHG-CSFI% B 10K J5 iICD33 MFI
b,

[0350]  [ep33 MFTEE % UT C1 C2
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<110>

<120>
<130>
<150>
<151>

LA IR 2 7

BRIES

SR GBI B HIR A 7

<160> 227

<170>

210> 1
211> 122
<212> PRT

<213>

AL

<220>

223>

<400> 1
Gln Val Gln Leu

1

Ser
Gly
Gly
Lys
65

Leu

Ala

Gly

Val Lys

Met Asn
35

Trp Ile

50

Gly Arg

Glu Ile

ATg Trp

Gln Gly
115

<210> 2
211> 5
<212> PRT

<213>

AL

<220>

223>

Val
20
Trp

Asn

Val

Asn

Ser

100
Thr

AH3ffJCD33 VH

Val
5

Ser
Val
Thr

Thr

Ser
85
Trp

Thr

PatentIn fftA 3.3

Gln

Cys

Arg

Tyr

Met

70

Leu

Ser

Val

AH3[1CD33 HCDR1

Ser

Lys

Gln

Thr

95

Ser

Arg

Asp

Thr

Gly

Ala

Ala

40

Gly

Ser

Ser

Gly

Val
120

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr

105

Ser

104

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr

Ser

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Lys
Thr
Gly
Tyr
60

Thr

Ala

Tyr

Lys

Phe

Leu

45

Ala

Ser

Ile

Phe

Pro
Thr
30

Glu
Asp
Thr

Tyr

Asp
110

Gly
15

Asn
Trp
Asp

Ala

Tyr
95
Tyr

Glu

Met

Phe

80

Cys

Trp

T L7802 WA LT AR CD33 L CD3 I U S 2 R L 2
LC16310004P-D
US 61/877714
2013-09-13
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<400> 2
Asn Tyr Gly
1

<210> 3
211> 17
<212> PRT
213> AL
220>
223>
<400> 3

Met Asn
5

AH3[JCD33 HCDR2

Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Asp Phe Lys

1
Gly

210> 4
211> 13
<212> PRT
Q13> AL
<220>
<223>
<400> 4

5

AH3[¥JCD33 HCDR3

10

Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr

1

210> 5
211> 366
<212> DNA
213> AL
220>
223>
<400> 5
caggtgcagc
tcctgcaagg
ccaggacagg
gctgatgact
ttggaaatca
tggagtgatg
tcetea
210> 6
211> 113
212> PRT

5

AH3[JCD33 VH

tggtgcagtc
ctagcgggta
gtttagagtg
tcaagggacg
acagcctcag

gttactacgt

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aagtgatgac
ttactttgac

10

gtgaaaaagc
aactatggaa
ataaacacct
tcttcggata
acggctatat
tactggggcce

105

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce

aaggcactac

15

agtcaaggtc
gaggcaggct
gccaacatat
cactgcctat
gcgctggagt
ggtcaccgtce

60
120
180
240
300
360
366
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213>
<220>
223>
<400>
Asp Tle
1

Glu Arg

Ser Lys

Pro Pro
50

Pro Asp

65

Ile Asp

Ser Ala

Lys

210>
211>
212>
213>
220>
223>
<400>

AL

AH3/¥JCD33 VL
6

Val Met Thr

5
Thr Thr Ile
20

Asn Lys Asn
35

Lys Leu Leu

Arg Phe Ser

Ser Leu Gln
85
His Phe Pro
100

7

17
PRT
AL

Gln
Asn
Ser
Leu
Gly
70

Pro

Ile

AH3[1CD33 LCDR1

7

Ser
Cys
Leu
Ser
55

Ser

Glu

Thr

Pro

Lys

Ala

Asp

Ser

25

Ala

Ser

Ser

Gly
105

Ser
10

Ser
Tyr
Ser
Gly
Ala

90
Gln

Leu
Gln
Gln
Thr
Thr
75

Thr

Gly

Thr
Ser
Gln
Arg
60

Asp

Tyr

Thr

Val
Val
Lys
45

Glu
Phe

Tyr

Arg

Ser

Leu

30

Pro

Ser

Thr

Cys

Leu
110

Leu
15
Asp

Gly

Gly

Leu

Gln

95
Glu

Gly
Ser
Gln
Ile
Thr
80

Gln

Ile

Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Lys Asn Lys Asn Ser Leu

1

Ala
210>
211>
212>
213>
220>
223>
<400>

5

PRT
NI

AH3[JCD33 LCDR2

8

Trp Ala Ser Thr Arg Glu Ser

1
<210>

5
9

106

10

15
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211>
<212>
<213>
<220>
223>
<400>

9
PRT

AL

9

AH3[¥JCD33 LCDR3

Gln GIn Ser Ala His Phe Pro Ile Thr

1

210>
211>
212>
213>
220>
223>
<400> 10
gacatcgtga

10
339
DNA
AL

atcaactgca
tggtaccagc
gaatccggga
attgacagcc
ccgatcacct
210> 11
211> 250
212> PRT
213> AL
220>
223>
<400> 11
Gln Val Gln
1

Ser Val Lys

Gly Met Asn
35
Gly Trp Ile
50
Lys Gly Arg
65
Leu Glu Tle

5

AH3HICD33 VL

tgacacagtc
agtccagcca
agaaaccagg
tccectgacceg
tgcagcctga
ttggccaagg

Leu Val
5

Val Ser

20

Trp Val

Asn Thr

Val Thr

Asn Ser

Gln

Cys

Arg

Tyr

Met

70
Leu

tccagactcce
gagtgtttta
acagcctccet
attcagtggc
agattctgca

gacacgactg

AH3#JCD33 CD33 HL

Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Ser Ser

Arg Ser

ctgactgtgt
gacagctcca
aaattactcc
agcgggtetg
acttactatt

gagattaaa

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75
Thr

Asp
Asp Asp

107

ctctgggcega
agaataagaa
tttcectggge
ggacagattt

gtcaacagtc

Lys Lys Pro

Thr Phe Thr
30

Leu Glu

45

Ala Asp

Gly

Tyr
60
Thr Ser Thr

Ala Ile Tyr

gaggaccacc
ctccttaget
atctacgcgg
cactctcact

tgcccactte

Gly Glu
15
Asn Tyr

Trp Met

Asp Phe

Ala Tyr
80

Tyr Cys

60
120
180
240
300
339
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Ala Arg Trp

Gly Gln Gly

115
Gly

Gly Gly

130
Asp

Pro Ser

145
Lys

Ser Ser

Ala Trp Tyr

Ala Ser
195
Gly

Trp
Gly Ser
210
Asp Ser Ala
225
Phe Gly Gln
210>
211>
212>
213>
220>
223>
<400> 12

caggtgcagc

12
750
DNA
AL

tcctgcaagg
ccaggacagg
gctgatgact
ttggaaatca
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag

atccctgacc

85
Ser Trp
100
Thr Thr

Ser Gly

Leu Thr

Ser

Val

Gly

Val

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

Gln Ser
165
Gln Gln
180
Thr Arg

Thr Asp

Thr Tyr

Val

Lys

Glu

Phe

Tyr

Leu Asp

Pro Gly

Gly
200
Leu

Ser

Thr
215

Cys Gln

230

Thr
245

Gly

AH3HICD33 HL

tggtgcagtc
ctagcgggta
gtttagagtg
tcaagggacg
acagcctcag
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce

gattcagtgg

Arg

Leu Glu

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aagtgatgac
ttactttgac
tggcggeggce
cctgactgtg
agacagctcc
taaattactc

cagcgggtet

90

Tyr Tyr Val

105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg

155
Ser Lys
170

Pro

Ser

Gln
185
Tle

Pro

Pro Asp

Thr Ile Asp

Gln Ala
235
Lys
250

Ser

Ile

gtgaaaaagc
aactatggaa
ataaacacct
tcttcggata
acggctatat
tactggggcce
ggctceggtg
tctetgggeg
aagaataaga
ctttcctggg
gggacagatt

108

Phe Asp
110

Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

Asn Lys Asn

Leu
190

Ser

Lys Leu

Phe
205
Leu

Arg
Ser Gln
220
His

Phe Pro

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttagce
catctacgcg

tcactctcac

95
Tyr Trp

Ser Gly

Gln Ser

Cys
160
Leu

Asn

Ser
175

Leu Ser

Gly Ser

Pro Glu

Ile Thr
240

agtcaaggtc
gaggcaggcet
gccaacatat
cactgcctat
gcgetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag

ggaatccggg
tattgacagc

60
120
180
240
300
360
420
480
540
600
660
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ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa 750

<210> 13
<211> 505
<212> PRT
213> AL
220>
<223> (D33 AH3 HL x H2C HL
<400> 13
Gln Val GIn Leu Val Gln Ser Gly
1 5
Ser Val Lys Val Ser Cys Lys Ala
20
Gly Met Asn Trp Val Arg Gln Ala
35 40
Gly Trp Ile Asn Thr Tyr Thr Gly
50 55
Lys Gly Arg Val Thr Met Ser Ser
65 70
Leu Glu Ile Asn Ser Leu Arg Ser
85
Ala Arg Trp Ser Trp Ser Asp Gly
100
Gly Gln Gly Thr Thr Val Thr Val
115 120
Gly Gly Gly Ser Gly Gly Gly Gly
130 135
Pro Asp Ser Leu Thr Val Ser Leu
145 150
Lys Ser Ser Gln Ser Val Leu Asp
165
Ala Trp Tyr Gln Gln Lys Pro Gly
180
Trp Ala Ser Thr Arg Glu Ser Gly
195 200
Gly Ser Gly Thr Asp Phe Thr Leu
210 215
Asp Ser Ala Thr Tyr Tyr Cys Gln
225 230

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle

Thr

Gln

109

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro

Ile

Ser

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Gly

Ile

Arg

155

Lys

Pro

Asp

Asp

Ala
235

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser

220
His

Lys
Phe
Leu
45

Ala
Ser
Tle
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205

Leu

Phe

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser

Gln

Pro

Gly
15

Asn
Trp
Asp
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly

Pro

Ile

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp

Gly

Ser

Cys

160

Leu

Ser

Ser

Glu

Thr
240
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Phe Gly

Glu Val

Ser Leu

Ala Met
290

Ala Arg

305

Ser Val

Ala Tyr

Tyr Cys

Ala Tyr
370

Gly Ser

385

Thr Gln

Thr Cys

Trp Val

Thr Lys
450

Leu Gly

465

Glu Ala

Gly Gly

<210>
211>
<212>
<213>
<220>

Gln
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly
Glu
Gly
14
1515

DNA
AL

Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln
Leu
Lys

Tyr

Thr
500

Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Ala

Thr

Glu
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

Ile Lys Ser

Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala
Pro
Leu

Trp

Leu
505

110

250
Gly

Gly

Gly

Tyr

Arg

330

Thr

Asn

Thr

Gly

Pro

410

Thr

Pro

Ala

Ser

Tyr
490

Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Tyr
Leu
445
Ser

Gln

Arg

Gly

Pro

270

Asn

Glu

Tyr

Lys

Ala

350

Ser

Gly

Thr

Val

430

Ile

Gly

Pro

Trp

Gly
255
Gly
Lys
Trp
Ala
Asn
335
Val
Tyr
Gly
Val
Thr
415
Pro
Gly
Ser

Glu

Val
495

Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe



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

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20

25

111

30

CN 111888474 A Fo5l & 8/175
223> (D33 AH3 HL x H2C HL
<400> 14
caggtgcagce tggtgcagtc tggagctgag gtgaaaaagc ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaggcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg tcttcggata cctctaccag cactgcecctat 240
ttggaaatca acagcctcag aagtgatgac acggctatat attactgtge gcgetggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacatcegtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggettac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggctactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctceee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgc tctatggtac agcaaccgect gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
210> 15
211> 505
212> PRT
213> AL
220>
<223> (D33 AH3 HL x F12Q HL
<400> 15
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Gly
Gly
Lys
65

Leu
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305

Ser

Ala

Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg

Val

Tyr

Asn
35

Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Ile

Lys

Leu

Trp

Asn

Val

Asn

Ser

100

Thr

Ser

Leu

Gln

Gln

180

Thr

Thr

Thr

Gly

Leu

260

Leu

Trp

Arg

Gly

Gln

Val
Thr
Thr
Ser
85

Trp
Thr
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg

325
Met

Arg

Tyr

Met

70

Leu

Ser

Val

Gly

Val

150

Val

Lys

Glu

Phe

Tyr

230

Glu

Cys

Arg

Lys

310

Phe

Asn

Gln
Thr
55

Ser
Arg
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr

Thr

Asn

Ala
40

Gly
Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn

Ile

Leu

Pro Gly Gln

Glu

Asp

Asp

Tyr

105

Ser

Ser

Gly

Ser

Gln

185

Ile

Thr

Gln

Ile

Gly

265

Ser

Pro

Asn

Ser

Lys

112

Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg

330
Thr

Thr
Ser
75

Thr
Val
Gly
Ile
155
Lys
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315

Asp

Glu

Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr

Asp

Asp

Leu
45

Ala
Ser
Tle
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr

Ser

Thr

Glu

Thr

Tyr

110

Gly

Thr

Ile

Asn

Leu

190

Ser

Gln

Pro

Gly

Pro

270

Asn

Glu

Lys

Ala

Trp
Asp
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Tle
Gly
255

Gly

Ser

Ala

Asn
335
Val

Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320

Thr

Tyr
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Val
355
Trp

Tyr Cys

Ala Tyr
370
Gly Ser
385

Thr

Gly

Gln Glu

Thr Cys Gly

Val Gln
435
Phe

Trp
Thr Lys
450
Leu Gly Gly
465
Glu

Ala Glu

Gly Gly Gly
210>
211>
212>
213>
220>
223>
<400> 16
caggtgcagc

16
1515
DNA
AL

tcctgcaagg
ccaggacagg
gctgatgact
ttggaaatca
tggagtgatg
tcctecaggtg
atgacacagt
aagtccagcc
cagaaaccag

atccctgacc

340
Arg His

Gly Gln

Gly Gly

Gly

Gly

Gly

Phe
360
Leu

Asn

Thr
375

Ser Gly

390

Ser
405

Ser

Pro

Ser
420
Gln Lys

Leu Ala

Lys Ala

Leu

Thr

Pro

Pro

Ala

Thr Val

Gly Ala
Gln
440
Thr

Gly

Gly
455

Leu Thr

470

Tyr
485
Lys

Tyr

Thr
500

tggtgcagtc
ctagcgggta
gtttagagtg
tcaagggacg
acagcctcag
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce

gattcagtgg

Cys

Leu

Val Leu

Thr Val

CD33 AH3 HL x F12Q HL

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aagtgatgac
ttactttgac
tggcggeggce
cctgactgtg
agacagctcc
taaattactc

cagcgggtet

345

Gly Asn Ser

Val Thr Val

Gly Gly Gly
395
Pro Gly
410

Thr

Ser

Val
425
Ala

Ser

Pro

Pro Ala

Gly
475

Ser

Leu Ser
Tyr
490
Leu
505

gtgaaaaagc
aactatggaa
ataaacacct
tcttcggata
acggctatat
tactggggcce
ggctceggtyg
tctctgggeg
aagaataaga
ctttcctggg
gggacagatt

113

350
Val Ser
365

Ser

Tyr
Ser Gly
380
Ser

Gln Thr

Gly Thr Val

Gly Tyr
430
Ile

Asn
Gly Leu
445
Phe Ser
460

Val

Gly

Gln Pro

Asn Arg Trp

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttage
catctacgcg

tcactctcac

Trp Trp

Gly Gly

Val Val
400
Thr Leu
415
Pro Asn

Gly Gly

Ser Leu

Glu Asp
480
Val Phe

495

agtcaaggtc
gaggcaggct
gccaacatat
cactgcctat
gegetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag

ggaatccggg
tattgacagc

60
120
180
240
300
360
420
480
540
600
660



114
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ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagece 840
tctggattca ccttcaatag ctacgccatg aactgggtcc gccaggetcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag gcaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acgtttcctg gtgggettac tggggceccaag ggactctggt caccgtectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgee ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
210> 17
<211> 505
<212> PRT
213> AL
220>
<223> (D33 AH3 HL x I2C HL
<400> 17
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30
Gly Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Asp Phe
50 55 60
Lys Gly Arg Val Thr Met Ser Ser Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Leu Glu Ile Asn Ser Leu Arg Ser Asp Asp Thr Ala Ile Tyr Tyr Cys
85 90 95
Ala Arg Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Thr Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly
115 120 125
Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Val Met Thr Gln Ser
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Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr

Thr

Trp

130
Asp

Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln

Cys

Val

Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu

Gly

Gln
435

Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser

420
Gln

Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405

Ser

Lys

Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu

Thr

Pro

135

Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr

Gly

Gly

Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile
Leu
Phe
360
Leu
Gly
Val

Ala

Gln
440

Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val

425
Ala

115

Glu
Ser
170
Pro
Pro
Ile
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410

Thr

Pro

Arg
155
Lys
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly

Ser

Arg

140
Thr

Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly

Gly

Gly

Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr

Asn

Leu
445

Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly
Thr
Val
Tyr

430
Ile

Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Lys
Trp
Ala
Asn
335
Val
Tyr
Gly
Val
Thr
415

Pro

Gly

Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu

Asn

Gly
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Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
450 455 460
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
465 470 475 480
Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe
485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505

210> 18
211> 1515
<212> DNA
213> AL
220>
223> (D33 AH3 HL x I2C HL
<400> 18
caggtgcage tggtgcagtc tggagctgag gtgaaaaagc ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaggcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg tcttcggata cctctaccag cactgcecctat 240
ttggaaatca acagcctcag aagtgatgac acggctatat attactgtge gcgetggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggettac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctet caggggtaca geccagaggat 1440
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gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc

aaactga
210>
211>
212>
213>
220>
223>
<400>
Gln Val
1

Ser Val

Gly Met

Gly Trp
50

Lys Gly

65

Leu Glu

Ala Arg

Gly Gln

210>
211>
212>
213>
220>
223>
<400>
Asn Tyr
1
210>
211>
212>
213>
220>

ctg tccta
19
122
PRT

AL

AF5f#ICD33 VH
19
Gln Leu Val Gln Ser Gly Ala
5
Lys Val Ser Cys Lys Ala Ser
20 25
Asn Trp Val Lys Gln Ala Pro
35 40
Ile Asn Thr Tyr Thr Gly Glu
55
Arg Val Thr Met Thr Ser Asp
70
Leu His Asn Leu Arg Ser Asp
85
Trp Ser Trp Ser Asp Gly Tyr
100 105
Gly Thr Thr Val Thr Val Ser
115 120
20

PRT
NI

AF5FfJCD33 HCDR1
20
Gly Met Asn
5
21
17
PRT
AL

117

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr

Ser

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Lys
Thr
Gly
Tyr
60

Thr

Ala

Tyr

Lys

Phe

Leu

45

Ala

Ser

Val

Phe

Pro

Thr
30
Lys

Asp

Thr

Asp
110

Gly
15

Asn
Trp
Asp

Ala

Tyr
95
Tyr

Ala

Tyr

Met

Phe

Tyr

80

Cys

Trp

1500
1515
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<223> AF5[#]CD33 HCDR2

<400> 21

Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Asp Phe Lys

1

Gly
210>
211>
212>
213>
220>
223>
<400>

22
13
PRT
AL

22

5

AF5/CD33 HCDR3

10

Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr

1

210>
211>
212>
213>
220>
223>
<400> 23
caggtgcagc

23
366
DNA
AL

tcctgcaagg
ccaggacagg
gctgatgact
ttggaactcc
tggagtgatg
tcetea
210>
211>
212>
213>
220>
223>
<400>

24
113
PRT
AL

24

5

AF5[CD33 VH

tggtgcagtc
ctagcgggta
gtttaaagtg
tcaagggacg
acaacctcag

gttactacgt

AF5HICD33 VL

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aagtgatgac
ttactttgac

10

gtgaagaagc
aactatggaa
ataaacacct
acttcggata
acggctgtat
tactggggcce

ctggagcgtce
tgaactgggt
acactggaga
cctctaccag
attactgtgce

aaggcactac

15

agtcaaggtc
gaagcaggct
gccaacatat
cactgcctat
gcgctggagt
ggtcaccgtce

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Thr Val Ser Leu Gly

1

5

10

15

Glu Arg Thr Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Asp Ser

20

25

118

30

60
120
180
240
300
360
366
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Ser Lys Asn Lys Asn Ser Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Pro Pro Lys Leu Leu Leu Ser Trp Ala Ser Thr Arg Glu Ser Gly Ile
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Asp Ser Leu Gln Pro Glu Asp Ser Ala Thr Tyr Tyr Cys Gln Gln
85 90 95
Ser Ala His Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile
100 105 110
Lys
<210> 25
211> 17
<212> PRT
213> AL
220>
<223> AF5[JCD33 LCDR1
<400> 25
Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Lys Asn Lys Asn Ser Leu
1 5 10 15
Ala
<210> 26
211> 7
<212> PRT
213> AL
220>
<223> AF5[JCD33 LCDR2
<400> 26
Trp Ala Ser Thr Arg Glu Ser
1 5
210> 27
211> 9
<212> PRT
213> AL
<220>
<223> AF5[JCD33 LCDR3
<400> 27
Gln Gln Ser Ala His Phe Pro Ile Thr
1 5

119
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210>
211>
212>
213>
220>
223>
<400> 28
gacatcgtga

28
339
DNA
AL

atcaactgca
tggtaccagc
gaatccggga
attgacagcc
ccgatcacct
210> 29

211> 250
212> PRT
213> AL
220>
223>
<400> 29

Gln Val Gln
1

Ser

Val Lys

Gly Asn
35
Ile

Met

Gly Trp

50

Lys Gly Arg

65

Leu Glu Leu

Ala Arg Trp

Gly Gln Gly

115
Gly Gly Gly
130
Asp

Pro Ser

AF5HJCD33VL

tgacacagtc
agtccagcca
agaaaccagg
tccectgacceg
tgcagcctga
ttggccaagg

AF5HJCD33HL

Leu Val
5
Val Ser
20
Trp Val

Asn Thr

Val Thr

His Asn
85

Ser Trp
100
Thr Thr

Ser Gly

Leu Thr

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

tccagactcce
gagtgtttta
acagcctccet
attcagtggc
agattctgca

gacacgactg

Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Ser

Arg Ser

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

ctgactgtgt
gacagctcca
aaattactcc
agcgggtetg
acttactatt

gagattaaa

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75

Thr

Asp

Asp
90
Tyr

Asp

Tyr Val

105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg

120

ctctgggcega
agaataagaa
tttcectggge
ggacagattt

gtcaacagtc

Lys Lys Pro

Thr Phe Thr

30

Gly Leu Lys

45

Tyr Ala Asp

60
Thr

Ser Thr

Ala Val Tyr

Phe Asp
110
Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

gaggaccacc
ctccttaget
atctacgcgg
cactctcact

tgcccactte

Gly Ala
15
Asn Tyr

Trp Met

Asp Phe

Ala Tyr
80
Tyr Cys
95
Tyr Trp

Ser Gly

Gln

Ser

Asn Cys

60
120
180
240
300
339



CN 111888474 A

.1l

18/175 Bl

145
Lys Ser Ser

Ala Trp Tyr

Ala Ser
195
Gly

Trp

Gly Ser
210
Asp Ser Ala
225

Phe Gly Gln

210>
211>
212>
213>
220>
223>
<400> 30
caggtgcagc

30
750
DNA
AL

tcctgcaagg
ccaggacagg
gctgatgact
ttggaactcc
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag
atccctgacc
ctgcagcctg
tttggccaag
210> 31

211> 505
212> PRT
213> AL
220>
223>

150

Gln Ser
165
Gln Gln
180
Thr Arg

Thr Asp

Thr Tyr

Val

Lys

Glu Ser

Phe

Tyr

Leu Asp

Pro Gly
Gly
200
Thr Leu
215

Cys Gln

230

Thr
245

Gly

AF5HCD33HL

tggtgcagtc
ctagcgggta
gtttaaagtg
tcaagggacg
acaacctcag
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgc

ggacacgact

Leu Glu

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aagtgatgac
ttactttgac
tggcggeggce
cctgactgtg
agacagctcc
taaattactc
cagcgggtet
aacttactat

ggagattaaa

CD33 AF5 HL x H2C HL

155
Ser Lys
170

Pro

Ser

Gln
185
Tle

Pro

Pro Asp

Thr Ile Asp

Gln Ala

235

Ser
Ile Lys
250

gtgaagaagc
aactatggaa
ataaacacct
acttcggata
acggctgtat
tactggggcce
ggctceggtg
tctctgggeg
aagaataaga
ctttcctggg
gggacagatt
tgtcaacagt

121

Asn Lys Asn

Leu Leu
190

Arg Phe Ser
205

Ser Leu Gln

220

His

Lys

Phe Pro

ctggagcgtce
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttagce
catctacgcg
tcactctcac

ctgcccactt

160
Ser Leu
175

Leu Ser

Gly Ser

Pro Glu

Ile Thr
240

agtcaaggtc
gaagcaggct
gccaacatat
cactgcctat
gcgcectggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacagc

cccgatcacce

60
120
180
240
300
360
420
480
540
600
660
720
750
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<400> 31
Gln Val Gln

1

Ser
Gly
Gly
Lys
65

Leu
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu

Ser

Ala

Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val

Leu

Met
290

Lys
Asn
35

Ile
Arg
Leu
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys

275

Asn

Leu
Val
20

Trp
Asn
Val
His
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260

Leu

Trp

Val
Ser
Val
Thr
Thr
Asn
85

Trp
Thr
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val

Ser

Val

Gln
Cys
Lys
Tyr
Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu

Cys

Arg

Ser
Lys
Gln
Thr
55

Thr
Arg
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser

Ala

Gln
295

Gly
Ala
Ala
40

Gly
Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala

280
Ala

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265

Ser

Pro

122

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Ile
Ser
Lys
250
Gly

Gly

Gly

Val
Tyr
Gln
Thr
Ser
75

Thr
Val
Gly
Ile
Arg
155
Lys
Pro
Asp
Asp
Ala
235
Ser
Leu

Phe

Lys

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val

Thr

Gly
300

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe

285
Leu

Pro
Thr
30

Lys
Asp
Thr
Tyr
Asp
110
Gly
Thr
Ile
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270

Asn

Glu

Gly
15

Asn
Trp
Asp
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly

Lys

Trp

Ala
Tyr
Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly

Tyr

Val
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Ala Arg Ile
305
Ser

Val Lys

Ala Tyr Leu
Val
355

Trp

Tyr Cys

Ala Tyr
370
Gly Ser
385

Thr

Gly

Gln Glu

Thr Cys Gly

Val Gln
435
Phe

Trp
Thr Lys
450
Leu Gly
465

Glu

Gly

Ala Glu

Gly Gly Gly
210>
211>
212>
213>
220>
223> (D33
<400> 32

caggtgcagc

32
1515
DNA

AL

tcctgcaagg
ccaggacagg
gctgatgact
ttggaactcc
tggagtgatg

Arg Ser

Lys

Tyr Asn

310

Arg
325
Met

Asp

Gln
340
Arg His

Gly Gln

Gly Gly

Phe

Asn

Gly

Gly

Gly

Thr Tle

Asn Leu

Phe
360
Leu

Asn

Thr
375

Ser Gly

390

Ser
405

Ser

Pro

Ser
420
Gln Lys

Leu Ala

Lys Ala

Leu

Thr

Pro

Pro

Ala

Thr Val

Gly Ala
Gln
440
Thr

Gly

Gly
455

Leu Thr

470

Tyr
485
Lys

Tyr

Thr
500

Cys

Leu

Ala Leu

Thr Val

AF5 HL x H2C HL

tggtgcagtc
ctagcgggta
gtttaaagtg
tcaagggacg
acaacctcag

gttactacgt

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aagtgatgac
ttactttgac

Asn Tyr Ala
315

Ser Arg Asp

330

Lys Thr Glu

345
Gly

Asn Ser

Val Thr Val

Gly Gly Gly
395
Pro Gly
410

Thr

Ser

Val
425
Ala

Ser

Pro Arg

Pro Ala Arg

Leu Ser Gly

475

Tyr Ser
490

Leu

505

Trp

gtgaagaagc
aactatggaa
ataaacacct
acttcggata
acggctgtat
tactggggcce

123

Thr Tyr Tyr

Asp Ser Lys

Thr Ala
350

Ser

Asp

Ile
365

Ser

Tyr
Ser Gly
380
Ser

Gln Thr

Gly Thr Val

Gly Tyr
430
Ile

Tyr
Gly Leu
445
Phe Ser
460

Val

Gly

Gln Pro

Asn Arg Trp

ctggagcgtce
tgaactgggt
acactggaga
cctctaccag
attactgtgce

aaggcactac

Ala Asp
320
Asn Thr
335
Val Tyr

Tyr Trp

Gly Gly

Val Val
400
Thr Leu
415
Pro Asn

Gly Gly

Ser Leu

Glu Asp
480
Val Phe

495

agtcaaggtc
gaagcaggct
gccaacatat
cactgcctat
gcgetggagt
ggtcaccgtce

60
120
180
240
300
360
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tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggtte tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttagce ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggecttac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggctactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgc tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
<210> 33
211> 505
212> PRT
213> AL
220>
223> (D33 AF5 HL x F12Q HL
<400> 33
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Lys Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Asp Phe
50 55 60
Lys Gly Arg Val Thr Met Thr Ser Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Leu Glu Leu His Asn Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
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Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly

385
Thr

Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370

Ser

Gln

Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Tle
Lys
Leu
Val
355
Trp

Gly

Glu

Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Gly
Gln
340
Arg
Gly

Gly

Pro

Trp

Thr

Gly

Thr

Ser

165

Gln

Arg

Asp

Tyr

Thr

245

Val

Ser

Val

Ser

Arg

325

Met

His

Gln

Gly

Ser

Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly

390
Leu

Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375

Ser

Thr

Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile
Leu
Phe
360
Leu

Gly

Val

Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly

Ser

125

Tyr

Ser

Asp

Glu

Ser

170

Pro

Pro

Ile

Ser

Lys

250

Gly

Gly

Gly

Tyr

Arg

330

Thr

Asn

Thr

Gly

Pro

Val
Gly
Ile
Arg
155
Lys
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly

395
Gly

Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380

Ser

Gly

Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Val
365
Ser

Gln

Thr

Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly

Thr

Val

Tyr

Ser

Gln

Asn

Ser

175

Leu

Gly

Pro

Ile

Gly

255

Gly

Ser

Trp

Ala

Asn

335

Val

Trp

Gly

Val

Thr

Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val

400
Leu
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405 410 415
Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Asn Tyr Pro Asn
420 425 430
Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
435 440 445
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
450 455 460
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
465 470 475 480
Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe
485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505

210> 34
211> 1515
<212> DNA
213> AL
220>
<223> (D33 AF5 HL x F12Q HL
<400> 34
caggtgcage tggtgcagtc tggagctgag gtgaagaagce ctggagegtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcect 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg acttcggata cctctaccag cactgcctat 240
ttggaactcc acaacctcag aagtgatgac acggctgtat attactgtge gecgetggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttagce ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaatag ctacgccatg aactgggtcc gccaggectcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag gcaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acgtttcctg gtgggettac tggggccaag ggactctggt caccgtectece 1140
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tcaggtggtyg
actcaggaac
tcgactgggg
gcacccegtg
tcaggctccce
gaggcagaat
aaactgactg
<210> 35
211> 505
212> PRT
213> AL
220>

223> (D33
<400> 35
Gln Val Gln
1
Ser

Val Lys

Gly Asn
35
Ile

Met

Gly Trp

50

Lys Gly Arg

65

Leu Glu Leu

Ala Arg Trp

Gly Gln Gly

115

Gly Gly Gly

130

Pro Asp Ser

145

Lys Ser Ser

Ala Trp Tyr

Trp Ala Ser

gtggttctgg
cttcactcac

ctgttacatc
gtctaatagg
tgcttggagg
attactgtgt

tccta

AF5

Val
5

Ser

Leu

Val
20
Trp Val

Asn Thr

Val Thr

His Asn
85

Ser Trp
100
Thr Thr

Ser Gly

Leu Thr

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

cggceggegsce
cgtatcacct
tggcaactac
tgggactaag
caaggctgcce

tctatggtac

HL x I2C HL

Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Ser

Arg Ser

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

Gln Ser
165
Gln Gln
180

Thr Arg

Val

Lys

Glu

Leu Asp

Gly

Pro

Ser Gly

tceggtggtyg
ggtggaacag
ccaaactggg
ttcctegecce
ctcaccctet

agcaaccgct

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp

Tyr Val

105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg

155
Ser Lys
170

Pro

Ser

Gln
185
Tle

Pro
Pro

Asp

127

gtggttctca
tcacactcac
tccaacaaaa
ccggtactce

caggggtaca
gggtgttcgg

Lys Lys Pro

Thr Thr
30

Lys

Phe

Gly Leu

45

Tyr Ala Asp

60
Thr

Ser Thr

Ala Val Tyr

Phe Asp
110
Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

Asn Lys Asn

Leu
190

Ser

Lys Leu

Arg Phe

gactgttgtg
ttgtggectcee
accaggtcag
tgccagattce
gccagaggat
tggaggaacc

Gly Ala
15
Asn Tyr

Trp Met

Asp Phe

Ala Tyr
80
Tyr Cys
95
Tyr Trp

Ser Gly

Gln Ser

Cys
160
Leu

Asn

Ser
175
Leu Ser

Gly Ser

1200
1260
1320
1380
1440
1500
1515
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Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465

Glu

Gly

Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly

Ala

Gly

195
Gly

Ala
Gln
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly

Glu

Gly

Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln
Leu
Lys

Tyr

Thr
500

Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Phe
Tyr
230
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

200
Leu

Gln
Glu
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

Thr Ile Asp

Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala

Pro

Leu

Leu
505

128

Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro
Ala

Ser

Tyr
490

Ala
235

Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

Ser
220
His
Gly
Val
Thr
Gly
300

Thr

Asp

Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

205
Leu

Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Asn
Leu
445
Ser

Gln

Arg

Gln
Pro
Gly
Pro
270

Asn

Glu

Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Ile

Gly

Pro

Pro
Tle
Gly
255

Gly

Lys

Ala
Asn
335
Val
Tyr
Gly
Val
Thr
415
Pro
Gly
Ser

Glu

Val
495

Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe
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<210> 36
211> 1515
<212> DNA
213> AL
220>
223> (D33 AF5 HL x I2C HL
<400> 36
caggtgcage tggtgcagtc tggagctgag gtgaagaagce ctggagegtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg acttcggata cctctaccag cactgcctat 240
ttggaactcc acaacctcag aagtgatgac acggctgtat attactgtge gecgetggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacatcegtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttagce ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggcttac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
210> 37
211> 122
212> PRT
213> AL
220>
<223> AC8HJCD33 VH



CN 111888474 A

.1l

27/175 I

<400> 37
Gln Val Gln

1

Ser
Gly
Gly
Lys
65

Met

Ala

Gly

Val
Met
Trp
50

Gly
Glu

Arg

Gln

210>
211>
212>
213>
220>
223>
<400>
Asn Tyr Gly Met Asn

1

210>
211>
212>
213>
220>
223>
<400>
Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Asp Phe Lys

1
Gly

Lys
Asn

35
Ile

Arg
Ile
Trp
Gly
115

38

PRT
NI

Leu
Val
20

Trp
Asn
Val
Arg
Ser

100
Thr

Val

Ser

Val

Thr

Thr

Asn

85

Trp

Thr

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

AC8[1CD33 HCDR1

38

39
17
PRT
AL

5

AC8[JCD33 HCDR2

39

<210> 40
211>
<212> PRT

13

5

Ser

Lys

Gln

Thr

95

Thr

Arg

Asp

Thr

Gly

Ala

Ala

40

Gly

Thr

Asn

Gly

Val
120

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr

105

Ser

130

Glu Val
10
Gly Tyr

Gly Gln
Pro Thr
Thr Ser

75
Asp Thr
90

Tyr Val

Ser

10

Lys
Thr
Gly
Tyr
60

Thr

Ala

Tyr

Lys

Phe

Leu

45

Ala

Ser

Val

Phe

Pro
Thr
30

Lys
Asp
Thr

Tyr

Asp
110

Gly
15

Asn
Trp
Asp
Ala
Tyr

95
Tyr

15

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp
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213> AL
220>
<223> AC8HICD33 HCDR3
<400> 40
Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr
1 5 10
210> 41
211> 366
<212> DNA
213> AL
220>
<223> ACSHJCD33 VH
<400> 41
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcect 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcag aaatgatgac acggctgtat attactgtge gegectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcetea 366
210> 42
211> 113
212> PRT
213> AL
220>
<223> ACSHJCD33 VL
<400> 42
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Thr Val Ser Leu Gly
1 5 10 15
Glu Arg Thr Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Asp Ser
20 25 30
Ser Lys Asn Lys Asn Ser Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Pro Pro Lys Leu Leu Leu Ser Trp Ala Ser Thr Arg Glu Ser Gly Ile
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Asp Ser Leu Gln Pro Glu Asp Ser Ala Thr Tyr Tyr Cys Gln Gln
85 90 95
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Ser Ala His Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile

Lys

210>
211>
212>
213>
220>
223>
<400>

100 105 110

43
17
PRT
AL

AC8[ICD33 LCDR1
43

Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Lys Asn Lys Asn Ser Leu

1

Ala
210>
211>
212>
213>
220>
223>
<400>

5 10 15

44

PRT
NI

AC8[JCD33 LCDR2
44

Trp Ala Ser Thr Arg Glu Ser

1

<210>
211>
<212>
<213>
<220>
<223>
<400>

5
45

9

PRT

AL

AC8[¥JCD33 LCDR3
45

Gln GIn Ser Ala His Phe Pro Ile Thr

1

<210>
211>
<212>
<213>
<220>
223>
<400>

gacatcgtga tgacacagtc tccagactcc ctgactgtgt ctctgggecga gaggaccacce

5
46

339

DNA

AL

ACSHICD33 VL
46

132

60
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atcaactgca
tggtaccagc
gaatccggga
attgacagcc
ccgatcacct
210> 47
211> 250
212> PRT
213> AL
220>

agtccagcca
agaaaccagg
tccectgacceg
tgcagcctga
ttggccaagg

<223> AC8[ICD33 HL

<400> 47

Gln Val Gln Leu Val

1
Ser Val Lys

Gly Met Asn
35
Gly Trp Ile
50
Lys Gly Arg
65
Met Glu Ile

Ala Arg Trp

Gly Gln Gly
115
Gly Gly Gly
130
Pro Asp Ser
145
Lys Ser Ser

Ala Trp Tyr
Trp Ala Ser

195
Gly Ser Gly

Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180

Thr

Thr

5

Ser
Val
Thr
Thr
Asn
85

Trp
Thr
Gly
Thr
Ser
165
Gln

Arg

Asp

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

150

Val

Lys

Glu

Phe

Ser

Lys

Gln

Thr

95

Thr

Arg

Asp

Thr

Gly

135

Ser

Leu

Pro

Ser

Thr

gagtgtttta
acagcctccet
attcagtggc
agattctgca

gacacgactg

Gly
Ala
Ala
40

Gly
Thr
Asn
Gly
Val
120
Gly
Leu
Asp
Gly
Gly

200
Leu

gacagctcca

aaattactcc

agcgggtetg
acttactatt

gagattaaa

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle

Thr

133

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro

Pro

Ile

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Gly

Ile

Arg

155

Lys

Pro

Asp

Asp

agaataagaa

tttcectggge

ggacagattt

gtcaacagtc

Lys

Thr

Gly

Tyr

60

Thr

Ala

Tyr

Gly

Val

140

Thr

Asn

Lys

Arg

Ser

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe

205
Leu

Pro
Thr
30

Lys
Asp
Thr
Tyr
Asp
110
Gly
Thr
Ile
Asn
Leu
190

Ser

Gln

ctccttaget
atctacgcgg
cactctcact

tgcccactte

Gly Glu
15
Asn Tyr

Trp Met

Asp Phe

Ala Tyr
80

Tyr Cys

95

Tyr Trp

Ser Gly

Gln Ser

Asn Cys
160

Ser Leu

175

Leu Ser

Gly Ser

Pro Glu

120
180
240
300
339



CN 111888474 A

FF

5l %R

31/175

210

215

220

Asp Ser Ala Thr Tyr Tyr Cys Gln Gln Ser Ala His Phe Pro Ile Thr
230
Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys

225

210>
211>
212>
213>
220>
223>
<400> 48
caggtgcagc

48
750
DNA
AL

tcctgcaagg
ccaggacagg
gctgatgact
atggaaatcc
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag
atccctgacc
ctgcagcctg
tttggccaag
<210> 49
211> 505
212> PRT
213> AL
220>

223> (D33
<400> 49
Gln Val Gln
1

Ser Val Lys

Gly Met Asn
35
Gly Trp Ile

245

ACSHICD33 HL

tggtgcagtc
ctagcgggta
gtttaaagtg
tcaagggacg
gcaacctcag
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgc

ggacacgact

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aaatgatgac
ttactttgac
tggecggeggce
cctgactgtg
agacagctcc
taaattactc
cagcgggtet
aacttactat

ggagattaaa

AC8 HL x H2C HL

Leu Val Gln Ser

5

Val Ser Cys Lys

20

Trp Val Lys Gln

Asn Thr Tyr Thr

Ala

Ala
40

235

250

gtgaagaagc
aactatggaa
ataaacacct
actacggata
acggctgtat
tactggggcce
ggctceggtg
tctctgggeg
aagaataaga
ctttcctggg
gggacagatt
tgtcaacagt

Gly Ala Glu Val

10
Ser Gly Tyr
25
Pro Gly Gln

Gly Glu Pro Thr

134

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttagce
catctacgcg
tcactctcac

ctgcccactt

240

agtcaaggtc
gaagcaggct
gccaacatat
cactgcctat
gcgetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacagc

cccgatcacce

Lys Lys Pro Gly Glu

15

Thr Phe Thr Asn Tyr

30

Gly Leu Lys Trp Met

45

Tyr Ala Asp Asp Phe

60
120
180
240
300
360
420
480
540
600
660
720
750



CN 111888474 A

.1l

%=

32/175

50

Lys Gly Arg

65
Met

Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser

Ala

Tyr

Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val

Tyr

Cys

Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Ile
Lys

Leu

Val
355

Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln

340
Arg

Thr
Asn
85

Trp
Thr
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325

Met

His

Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe

Asn

Gly

55
Thr

Arg
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr

Asn

Asn

Thr
Asn
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile

Leu

Phe
360

Asp Thr Ser

Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys

345
Gly

135

Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Ile
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330

Thr

Asn

75
Thr

Val
Gly
Ile
Arg
155
Lys
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp

Glu

Ser

60
Thr

Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp

Asp

Tyr

Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser

Thr

Ile
365

Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala

350

Ser

Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Lys
Trp
Ala
Asn

335
Val

Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr

Tyr

Trp
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Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly
370 375 380
Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gln Thr Val Val
385 390 395 400
Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly Thr Val Thr Leu
405 410 415
Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Tyr Tyr Pro Asn
420 425 430
Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
435 440 445
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
450 455 460
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
465 470 475 480
Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn Arg Trp Val Phe
485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505
<210> 50
211> 1515
<212> DNA
213> AL
220>
223> (D33 AC8 HL x H2C HL
<400> 50
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggct 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcag aaatgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
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tctggattca
ttggaatggg
tcagtgaaag
atgaacaact
ggtaatagct
tcaggtggtg
actcaggaac
tcgactgggg
gcacccegtg
tcaggctccce
gaggcagaat
aaactgactg
<210> 51
211> 505
212> PRT
213> AL
220>

223> (D33
<400> 51
Gln Val Gln
1
Ser

Val Lys

Gly Asn
35
Ile

Met

Gly Trp

50

Lys Gly Arg

65

Met Glu Ile

Ala Arg Trp

Gly Gln Gly

115
Gly Gly Gly
130
Asp

Pro Ser

145

ccttcaataa
ttgctcecgeat
acaggttcac
tgaaaactga
acatatccta
gtggttetgg
cttcactcac
ctgttacatc
gtctaatagg
tgettggagg
attactgtgce

tccta

AC8

Leu

5
Val Ser
20
Trp Val

Asn Thr

Val Thr

Asn
85
Trp

Arg

Ser
100
Thr Thr

Ser Gly

Leu Thr

Val Gln Ser

Cys

Lys

Met
70

Leu
Ser
Val

Gly

Val

gtacgccatg
aagaagtaaa
catctccaga
ggacactgcce
ctgggcttac
cggceggegsce
cgtatcacct
tggctactac
tgggactaag
caaggctgcce

tctatggtac

HL x F12Q HL

Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Thr

Arg Asn

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

aactgggtcce
tataataatt
gatgattcaa
gtgtactact
tggggccaag
tceggtggty
ggtggaacag
ccaaactggg
ttcctegecce
ctcaccctet

agcaaccgct

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp
Tyr Val
105
Ser

Ser Gly

Ser Asp Ile

Gly Glu

155

137

gccaggcetcece
atgcaacata
aaaacactgc
gtgtgagaca
ggactctggt
gtggttctca
tcacactcac
tccaacaaaa
ccggtactce

caggggtaca
gggtgttcgg

Lys Lys Pro

Thr Thr
30

Lys

Phe

Gly Leu

45

Tyr Ala Asp

60
Thr

Ser Thr

Ala Val Tyr

Phe Asp
110
Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

aggaaagggt
ttatgccgat
ctatctacaa
tgggaacttc
caccgtctce
gactgttgtg
ttgtggectcee
accaggtcag
tgccagattce
gccagaggat
tggaggaacc

Gly Glu
15
Asn Tyr

Trp Met

Asp Phe

Ala Tyr
80
Tyr Cys
95
Tyr Trp

Ser Gly

Gln Ser

Asn Cys

160

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1515
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Lys

Ala

Trp

Gly

Asp

225

Phe

Glu

Ser

Ala

Ala

305

Ser

Ala

Tyr

Ala

Gly

385

Thr

Thr

Trp

Thr

Leu

Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys

450
Gly

Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435

Phe

Gly

Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Gly
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln

Leu

Lys

Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys

Ala

Ala

Val

Lys

Glu

Phe

Tyr

230

Arg

Glu

Cys

Arg

Lys

310

Phe

Asn

Gly

Gly

Gly

390

Leu

Thr

Pro

Pro

Ala

Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly

455
Leu

Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440

Thr

Thr

Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala
Pro

Leu

138

Ser
170
Pro
Pro
Tle
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro

Ala

Ser

Lys

Pro

Asp

Asp

Ala

235

Ser

Leu

Phe

Lys

Ala

315

Asp

Glu

Ser

Val

Gly

395

Gly

Ser

Arg

Arg

Gly

Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe

460
Val

Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Val
365
Ser
Gln
Thr
Asn
Leu
445

Ser

Gln

Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Tle

Gly

Pro

Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Ser
Trp
Ala
Asn
335
Val
Trp
Gly
Val
Thr
415
Pro
Gly

Ser

Glu

Leu

Ser

Ser

Glu

Thr

240

Ser

Gly

Tyr

Val

Asp

320

Thr

Tyr

Trp

Gly

Val

400

Leu

Asn

Gly

Leu

Asp
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465 470 475 480
Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe

485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505

<210> 52
211> 1515
<212> DNA
213> AL
220>
223> (D33 AC8 HL x F12Q HL
<400> 52
caggtgcagce tggtgcagtc tggagctgag gtgaagaagc ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcect 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcag aaatgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacatcegtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaatag ctacgccatg aactgggtcc gccaggectecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag gcaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acgtttcctg gtgggettac tggggceccaag ggactctggt caccgtectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactcee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
<210> 53



CN 111888474 A

FF

.1l

%=

37/175

211>
212>
213>
220>
223>
<400>
Gln Val Gln

1

505
PRT

AL

CD33
53

Ser Val Lys

Gly
Gly
Lys
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225

Phe

Glu

Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser

Gly

Val

Asn
35

Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala

Gln

Gln

AC8
Leu
Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr

Gly

Leu

HL x I2C HL

Val
5
Ser
Val
Thr
Thr
Asn
85
Trp
Thr
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr

245
Val

Gln
Cys
Lys
Tyr
Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230

Arg

Glu

Ser
Lys
Gln
Thr
55

Thr
Arg
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys

Leu

Ser

Gly
Ala
Ala
40

Gly
Thr
Asn
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln

Glu

Gly

Ala
Ser
25

Pro

Glu

Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle

Gly

140

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle
Ser
Lys

250
Gly

Val
Tyr
Gln
Thr
Ser
75

Thr
Val
Gly
Ile
Arg
155
Lys
Pro
Asp
Asp
Ala
235

Ser

Leu

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly

Val

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe

Gly

Gln

Pro
Thr
30

Lys
Asp
Thr
Tyr
Asp
110
Gly
Thr
Ile
Asn
Leu
190
Ser
Gln
Pro

Gly

Pro

Gly
15

Asn
Trp
Asp
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly

255
Gly

Glu
Tyr
Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240

Ser

Gly



CN 111888474 A
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38/175 L

Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465

Glu

Gly

Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly

Ala

Gly

<210>
211>
<212>
<213>
<220>
223>
<400>

caggtgcagce tggtgcagtc tggagctgag gtgaagaagc ctggagagtc agtcaaggtce

Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly
Glu
Gly
54
1515

DNA
AL

260
Leu

Trp

Arg

Asp

Gln

340

Arg

Gly

Gly

Pro

Ser

420

Gln

Leu

Lys

Tyr

Thr
500

Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

CD33 AC8 HL x I2C HL

54

Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

265

Ser

Pro

Asn

Ser

Lys

345

Gly

Val

Gly

Ser

Val

425

Ala

Pro

Leu

Trp

Leu
505

141

Gly

Gly

Tyr

Arg

330

Thr

Asn

Thr

Gly

Pro

410

Thr

Pro

Ala

Ser

Tyr
490

Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Asn
Leu
445
Ser

Gln

Arg

270

Asn

Glu

Tyr

Lys

Ala

350

Ser

Gly

Thr

Val

430

Ile

Gly

Pro

Trp

Lys

Trp

Ala

Asn

335

Val

Tyr

Gly

Val

Thr

415

Pro

Gly

Ser

Glu

Val
495

Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe

60
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tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcag aaatgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttagce ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggettac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
<210> 55
211> 122
212> PRT
213> AL
220>
<223> AH11HJCD33 VH
<400> 55
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Lys Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Asp Phe



CON 111888474 A F 3 % 40/175 T
50 55 60
Lys Gly Arg Val Thr Met Thr Ser Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Ile Ser

Ala Arg Trp Ser
100
Gly Gln Gly Thr
115
<210> 56
211> 5
<212> PRT
213> AL
220>
223>
<400> 56
Asn Tyr Gly Met
1
210>
211>
212>
213>
220>
223>
<400>

57
17
PRT
AL

o7

Ser Leu Arg Ser
85
Trp Ser Asp Gly

Thr Val Thr Val
120

AH11f#JCD33 HCDR1

Asn
5

AH11f#CD33 HCDR2

Asp Asp Thr Ala Val Tyr Tyr Cys
90 95

Tyr Tyr Val Tyr Phe Asp Tyr Trp

105 110

Ser Ser

Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Asp Phe Lys

1

Gly
210>
211>
212>
213>
220>
223>
<400>

58
13
PRT
AL

HCDR3
58

5

10 15

Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr

1
<210> 59
211> 366

5

10

143
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<212> DNA
213> AL
220>
<223> AH11HJCD33 VH
<400> 59
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg acttcggata cctctaccag cactgcctat 240
atggaaatca gcagcctcag aagtgatgac acggctgtat attactgtge gegectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcetea 366
<210> 60
211> 113
212> PRT
213> AL
220>
<223> AH11HJCD33 VL
<400> 60
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Thr Val Ser Leu Gly
1 5 10 15
Glu Arg Thr Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Asp Ser
20 25 30
Ser Lys Asn Lys Asn Ser Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Pro Pro Lys Leu Leu Leu Ser Trp Ala Ser Thr Arg Glu Ser Gly Ile
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Asp Ser Leu Gln Pro Glu Asp Ser Ala Thr Tyr Tyr Cys Gln Gln
85 90 95
Ser Ala His Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile
100 105 110
Lys
210> 61
211> 17
212> PRT
213> AL
220>



CN 111888474 A F 5 * 42/175 T

<223> AH11HJCD33 LCDR1

<400> 61

Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Lys Asn Lys Asn Ser Leu

1 5 10 15

Ala

210> 62

Q211> 7

212> PRT

213> AL

220>

<223> AH11HJCD33 LCDR2

<400> 62

Trp Ala Ser Thr Arg Glu Ser

1 5

<210> 63

211> 9

212> PRT

213> AL

220>

<223> AH11HJCD33LCDR3

<400> 63

Gln Gln Ser Ala His Phe Pro Ile Thr

1 5

210> 64

211> 339

<212> DNA

213> AL

220>

<223> AH11HJCD33 VL

<400> 64

gacatcgtga tgacacagtc tccagactcc ctgactgtgt ctctgggecga gaggaccacce 60
atcaactgca agtccagcca gagtgtttta gacagctcca agaataagaa ctccttaget 120
tggtaccagc agaaaccagg acagcctcct aaattactcce tttcctggge atctacgegg 180
gaatccggga tccctgaccg attcagtgge agegggtetg ggacagattt cactctcact 240
attgacagcc tgcagcctga agattctgca acttactatt gtcaacagtc tgcccacttce 300
ccgatcacct ttggccaagg gacacgactg gagattaaa 339
<210> 65

211> 250

212> PRT

145
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213>
220>
223>
<400>
Gln Val Gln

1

Ser
Gly
Gly
Lys
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp

225
Phe

Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210

Ser

Gly

AL

AH11

65
Lys
Asn
35
Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly

Ala

Gln

<210> 66
211> 750
<212> DNA

ff1CD33 HL

Leu
Val
20

Trp
Asn
Val
Ser
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr

Thr

Gly

Val
5
Ser
Val
Thr
Thr
Ser
85
Trp
Thr
Gly
Thr
Ser
165
Gln
Arg
Asp

Tyr

Thr
245

Gln
Cys
Lys
Tyr
Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr

230
Arg

Ser
Lys
Gln
Thr
55

Thr
Arg
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215

Cys

Leu

Gly
Ala
Ala
40

Gly
Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu

Gln

Glu

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr

Gln

Ile

146

Glu

10

Gly

Gly

Pro

Thr

90

Tyr

Ser

Glu
Ser
170
Pro
Pro
Tle

Ser

Lys
250

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Gly

Ile

Arg

155

Lys

Pro

Asp

Asp

Ala
235

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser

220
His

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205

Leu

Phe

Pro
Thr
30

Lys
Asp
Thr
Tyr
Asp
110
Gly
Thr
Ile
Asn
Leu
190
Ser

Gln

Pro

Gly
15

Asn
Trp
Asp
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly

Pro

Ile

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp

Gly

Ser

Cys

160

Leu

Ser

Ser

Glu

Thr
240
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213>
220>
223> AH11
<400> 66

caggtgcagc

AL

tcctgcaagg
ccaggacagg
gctgatgact
atggaaatca
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag
atccctgacc
ctgcagcctg
tttggccaag
210> 67
211> 505
212> PRT
213> AL
220>

223> (D33
<400> 67
Gln Val Gln
1
Ser Val Lys
Gly Asn
35
Ile

Met

Gly Trp

50

Lys Gly Arg

65

Met Glu Ile

Ala Arg Trp

Gly Gln Gly

ff1CD33 HL

tggtgcagtc
ctagcgggta
gtttaaagtg
tcaagggacg
gcagcctcag
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgc

ggacacgact

AHI1 HL

Leu Val
5
Val Ser
20
Trp Val

Asn Thr

Val Thr

Ser
85
Trp

Ser

Ser
100

Thr Thr

Cys
Lys
Tyr
Met
70

Leu

Ser

Val

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aagtgatgac
ttactttgac
tggcggeggce
cctgactgtg
agacagctcc
taaattactc
cagcgggtet
aacttactat

ggagattaaa

H2C HL

Gln Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Ser

Arg Ser

Asp Gly

Thr Val

gtgaagaagc
aactatggaa
ataaacacct
acttcggata
acggctgtat
tactggggcce
ggctceggtg
tctetgggeg
aagaataaga
ctttcctggg
gggacagatt
tgtcaacagt

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp

Tyr Val
105
Ser Ser Gly

147

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttage
catctacgcg
tcactctcac

ctgcccactt

Lys Lys Pro

Thr Thr
30

Lys

Phe

Gly Leu

45

Tyr Ala Asp

60
Thr

Ser Thr

Ala Val Tyr

Phe Asp
110
Gly

Tyr

Gly Gly

agtcaaggtc
gaagcaggct
gccaacatat
cactgcctat
gegetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacagc

cccgatcacce

Gly Glu
15
Asn Tyr

Trp Met

Asp Phe

Ala Tyr
80
Tyr Cys
95
Tyr Trp

Ser Gly

60
120
180
240
300
360
420
480
540
600
660
720
750
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Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385

Thr

Thr

Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser

Gln

Cys

115
Gly

Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Tle
Lys
Leu
Val
355
Trp
Gly

Glu

Gly

Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly

Pro

Ser
420

Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser

405

Ser

Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390

Leu

Thr

Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser

Thr

Gly

120
Gly

Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile
Leu
Phe
360
Leu
Gly

Val

Ala

Ser Asp Ile

Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly

Ser

Val
425

148

Glu
Ser
170
Pro
Pro
Tle
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro

410
Thr

Arg
155
Lys
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395

Gly

Ser

Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser

Gly

Gly

125
Met

Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln

Thr

Tyr

Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly

Thr

Val

430

Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Lys
Trp
Ala
Asn
335
Val
Tyr
Gly
Val
Thr

415

Pro

Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400

Leu

Asn
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Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
435 440 445
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
450 455 460
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
465 470 475 480
Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn Arg Trp Val Phe
485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505

<210> 68
211> 1515
<212> DNA
213> AL
220>
<223> (D33 AH11 HL x H2C HL
<400> 68
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg acttcggata cctctaccag cactgcctat 240
atggaaatca gcagcctcag aagtgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacatcegtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggecttac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggctactac ccaaactggg tccaacaaaa accaggtcag 1320



N 111888474 A Fo5 % 47/175
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactcee tgecagatte 1380
tcaggctcecee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgc tctatggtac agcaaccgect gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln

1

Ser
Gly
Gly
Lys
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala

Trp

Gly

Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp

Ala

Ser
210

69
505
PRT

AL

CD33

69
Lys
Asn
35
Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser

195
Gly

AHI1 HL

Leu
Val
20

Trp
Asn
Val
Ser
Ser
100
Thr
Ser
Leu
Gln
Gln
180

Thr

Thr

Val
5
Ser
Val
Thr
Thr
Ser
85
Trp
Thr
Gly
Thr
Ser
165
Gln

Arg

Asp

x F12Q HL

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

150

Val

Lys

Glu

Phe

Ser

Lys

Gln

Thr

95

Thr

Arg

Asp

Thr

Gly

135

Ser

Leu

Pro

Ser

Thr
215

Gly
Ala
Ala
40

Gly
Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly

200
Leu

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185

Ile

Thr

150

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro

Pro

Ile

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Gly

Ile

Arg

155

Lys

Pro

Asp

Asp

Lys

Thr

Gly

Tyr

60

Thr

Ala

Tyr

Gly

Val

140

Thr

Asn

Lys

Arg

Ser
220

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe

205
Leu

Pro
Thr
30

Lys
Asp
Thr
Tyr
Asp
110
Gly
Thr
Ile
Asn
Leu
190

Ser

Gln

Gly
15

Asn
Trp
Asp
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu

Gly

Pro

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp

Gly

Ser

Cys

160

Leu

Ser

Ser

Glu
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Asp Ser
225
Phe Gly

Glu Val

Ser Leu

Ala Met
290

Ala Arg

305

Ser Val

Ala Tyr

Tyr Cys

Ala Tyr
370

Gly Ser

385

Thr Gln

Thr Cys
Trp Val
Thr Lys

450
Leu Gly
465

Glu Ala

Gly Gly

Ala
Gln
Gln
Lys
275
Asn
Tle
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly

Glu

Gly

<210> 70
211> 1515
<212> DNA

Thr
Gly
Leu
260
Leu
Trp
Arg
Gly
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln
Leu
Lys

Tyr

Thr
500

Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

Gln
Glu
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

Gln Ser Ala

Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala
Pro
Leu

Trp

Leu
505

151

Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro
Ala

Ser

Tyr
490

235

Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Val
365
Ser
Gln
Thr
Asn
Leu
445
Ser

Gln

Arg

Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Tle

Gly

Pro

Ile
Gly
255
Gly
Ser
Trp
Ala
Asn
335
Val
Trp
Gly
Val
Thr
415
Pro
Gly
Ser

Glu

Val
495

Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe
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213> AL
220>
<223> (D33 AH11 HL x F12Q HL
<400> 70
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttaaagtg gatgggctgg ataaacacct acactggaga gccaacatat 180
gctgatgact tcaagggacg ggttaccatg acttcggata cctctaccag cactgcecctat 240
atggaaatca gcagcctcag aagtgatgac acggctgtat attactgtge gegectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacatcegtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aagaataaga actccttagce ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagecct ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaatag ctacgccatg aactgggtcc gccaggectecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag gcaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acgtttcctg gtgggettac tggggceccaag ggactctggt caccgtectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece ccggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
210> 71
211> 505
212> PRT
213> AL
220>
<223> (CD33 AH11 HL x I2C HL
<400> 71
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Ser
Gly
Gly
Lys
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala

305

Ser

Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290

Arg

Val

Lys
Asn
35

Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn

Ile

Lys

Val
20

Trp
Asn
Val
Ser
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp

Arg

Asp

Ser

Val

Thr

Thr

Ser

85

Trp

Thr

Gly

Thr

Ser

165

Gln

Arg

Asp

Tyr

Thr

245

Val

Ser

Val

Ser

Arg

Cys
Lys
Tyr
Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys

310
Phe

Lys
Gln
Thr
55

Thr
Arg
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295

Tyr

Thr

Ala
Ala
40

Gly
Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala

Asn

Ile

Ser Gly Tyr

25

Pro

Glu

Asp

Asp

Tyr

105

Ser

Ser

Gly

Ser

Gln

185

Ile

Thr

Gln

Ile

Gly

265

Ser

Pro

Asn

Ser

153

Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Ile
Ser
Lys
250
Gly
Gly
Gly

Tyr

Arg

Gln
Thr
Ser
75

Thr
Val
Gly
Ile
Arg
155
Lys
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala

315
Asp

Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300

Thr

Asp

Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu

Tyr

Ser

Thr
30

Lys
Asp
Thr
Tyr
Asp
110
Gly
Thr
Ile
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu

Tyr

Lys

Asn

Trp

Asp

Ala

Tyr

95

Tyr

Ser

Gln

Asn

Ser

175

Leu

Gly

Pro

Ile

Gly

255

Gly

Lys

Trp

Ala

Asn

Tyr
Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp

320
Thr
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Ala Tyr Leu

Val
355
Trp

Tyr Cys

Ala Tyr
370
Gly Ser
385

Thr

Gly

Gln Glu

Thr Cys Gly

Val Gln
435
Phe

Trp
Thr Lys
450
Leu Gly Gly
465
Glu

Ala Glu

Gly Gly Gly
<210>
211>
212>
213>
220>
<223> (D33
<400> 72

caggtgcagc

72
1515
DNA

AL

tcctgcaagg
ccaggacagg
gctgatgact
atggaaatca
tggagtgatg
tcctcaggtg
atgacacagt

aagtccagcc

325
Gln Met
340
Arg His

Gly Gln

Gly Gly

Asn

Gly

Gly

Gly

Asn Leu

Phe
360
Leu

Asn

Thr
375

Ser Gly

390

Ser
405

Ser

Pro

Ser
420
Gln Lys

Leu Ala

Lys Ala

Leu

Thr

Pro

Pro

Ala

Thr Val

Gly Ala
Gln
440
Thr

Gly

Gly
455

Leu Thr

470

Tyr
485
Thr Lys

500

AHI1 HL x

tggtgcagtc
ctagcgggta
gtttaaagtg
tcaagggacg
gcagcctcag
gttactacgt
gtggtggtte
ctccagactc

agagtgtttt

Cys

Leu

Val Leu

Thr Val

12C HL

tggagctgag
taccttcaca
gatgggcetgg
ggttaccatg
aagtgatgac
ttactttgac
tggcggeggce
cctgactgtg

agacagctcc

330

Lys Thr Glu

345
Gly

Asn Ser

Val Thr Val

Gly Gly Gly
395
Pro Gly
410

Thr

Ser

Val
425
Ala

Ser

Pro Arg

Pro Ala Arg
Gly
475

Ser

Leu Ser
Tyr
490
Leu
505

gtgaagaagc
aactatggaa
ataaacacct
acttcggata
acggctgtat
tactggggcce
ggctceggtyg
tctctgggeg

aagaataaga

154

Thr Ala
350

Ser

Asp

Ile
365

Ser

Tyr
Ser Gly
380
Ser

Gln Thr

Gly Thr Val

Gly Tyr
430
Ile

Asn
Gly Leu
445
Phe Ser
460

Val

Gly

Gln Pro

Asn Arg Trp

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac

actccttage

335
Val Tyr

Tyr Trp

Gly Gly

Val Val
400
Thr Leu
415
Pro Asn

Gly Gly

Ser Leu

Glu
480
Val Phe

495

agtcaaggtc
gaagcaggct
gccaacatat
cactgcctat
gegetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc

ttggtaccag

60
120
180
240
300
360
420
480
540
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cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggetcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggcttac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
210> 73
211> 122
<212> PRT
213> AL
220>
<223> B3HJCD33 VH
<400> 73
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Thr Asn Tyr Ala Asp Lys Phe
50 55 60
Gln Gly Arg Val Thr Phe Thr Ser Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Asn Leu Lys Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Thr Val Thr Val Ser Ser
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115 120
210> 74
211> 5
212> PRT
213> AL
220>
<223> B3[CD33 HCDRI1
<400> 74
Asn Tyr Gly Met Asn
1 5
210> 75
211> 17
212> PRT
213> AL
220>
<223> B3HJCD33 HCDR2
<400> 75
Trp Ile Asn Thr Tyr Thr Gly Glu Thr Asn Tyr Ala Asp Lys Phe Gln
1 5 10 15
Gly
210> 76
211> 13
212> PRT
213> AL
220>
<223> B3HJCD33 HCDR3
<400> 76
Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr
1 5 10
210> 77
211> 366
<212> DNA
213> AL
220>
<223> B3KJCD33 VH
<400> 77
caggtgcage tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gacaaactat 180

156
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gctgataagt tccagggacg cgttaccttc acttcggata cctctaccag cactgcecctat 240
atggaactcc gcaacctcaa aagtgatgac acggctgtat attactgtge gegectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcetea 366
210> 78
211> 113
212> PRT
213> AL
220>
<223> B3HJCD33 VL
<400> 78
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Met Thr Val Ser Leu Gly
1 5 10 15
Glu Arg Thr Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Asp Ser
20 25 30
Ser Thr Asn Lys Asn Ser Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Pro Pro Lys Leu Leu Leu Ser Trp Ala Ser Thr Arg Glu Ser Gly Ile
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Asp Ser Leu Gln Pro Glu Asp Ser Ala Thr Tyr Tyr Cys Gln Gln

85 90 95
Ser Ala His Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Asp Ile

100 105 110

Lys
210> 79
211> 17
212> PRT
213> AL
220>
<223> B3HJCD33 LCDRI1
<400> 79
Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Thr Asn Lys Asn Ser Leu
1 5 10 15
Ala
<210> 80
211> 6
212> PRT

157
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<213>
<220>
223>

<400> 80

AL

B3[#JCD33 LCDR2

Trp Ala Ser Thr Arg Glu

1
<210> 81

211> 9

<212> PRT
<213>
<220>
223>

<400> 81

AL

5

B3{ICD33LCDR3

Gln GIn Ser Ala His Phe Pro Ile Thr

1
210>
211>
212>
213>
220>
223>
<400> 82
gacatcgtga

82
339
DNA

atcaactgca
tggtaccagc
gaatccggga
attgacagcc
ccgatcacct
<210> 83

211> 250
212> PRT
213>
220>
223>

<400> 83

AL

AL

5

B3f{ICD33 VL

tgacacagtc
agtccagcca
agaaaccagg
tccectgacceg
tgcagcctga
ttggccaagg

B3f{ICD33 HL

tccagactcce
gagtgtttta
acagcctccet
attcagtggc
agattctgca

gacacgactg

atgactgtgt ctctgggcega
gacagctcca cgaataagaa
aaattactcc tttcctggge
agcgggtctg ggacagattt
acttactatt gtcaacagtc

gacattaaa

gaggaccacc
ctccttaget
atctacgcgg
cactctcact

tgcccactte

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

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20

25

30

158
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180
240
300
339
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Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp

225
Phe

Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210

Ser

Gly

<210>
211>
212>
<213>
<220>
223>
<400>

caggtgcagec tggtgcagtc tggagctgag
tcctgcaagg ctagcgggta taccttcaca

ccaggacagg gtttagagtg gatgggctgg
gctgataagt tccagggacg cgttacctte

Asn
35

Ile
Arg
Leu
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln

84

750
DNA

AL

Trp

Asn

Val

Arg

Ser

100

Thr

Ser

Met

Gln

Gln

180

Thr

Thr

Thr

Gly

Val

Thr

Thr

Asn

85

Trp

Thr

Gly

Thr

Ser

165

Gln

Arg

Asp

Tyr

Thr
245

B3f{ICD33 HL

84

Lys
Tyr
Phe
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr

230
Arg

Gln
Thr
55

Thr
Lys
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215

Cys

Leu

Ala
40

Gly
Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu

Gln

Asp

Pro Gly Gln

Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Ile
Thr

Gln

Ile

Thr
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle

Ser

Lys
250

Asn
Ser
75

Thr
Val
Gly
Tle
Arg
155
Thr
Pro
Asp

Asp

Ala
235

gtgaagaagc

aactatggaa

ataaacacct

acttcggata

159

Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser

220
His

ctggagagtc agtcaaggtc
tgaactgggt gaagcaggct
acactggaga gacaaactat

cctctaccag cactgcctat

Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205

Leu

Phe

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Ile
Asn
Leu
190
Ser

Gln

Pro

Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly

Pro

Ile

Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser

Glu

Thr
240

60
120
180
240
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atggaactcc
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag
atccctgacc
ctgcagcctg
tttggccaag
<210> 8b
211> 505
212> PRT
213> AL
220>

223> (D33
<400> 85
Gln Val Gln
1
Ser

Val Lys

Gly Asn
35
Ile

Met
Gly Trp
50
Gln Gly
65

Met

Arg

Glu Leu

Ala Arg Trp

Gly Gln Gly

115

Gly Gly Gly

130

Pro Asp Ser

145

Lys Ser Ser

Ala Trp Tyr

gcaacctcaa
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgc

ggacacgact

B3 HL x

Leu Val

Val
20
Trp

Ser

Val

Asn Thr

Val Thr

Asn
85
Trp

Arg

Ser
100
Thr Thr

Ser Gly

Met Thr

H2C

Gln

Cys

Lys

Tyr

Phe

70

Leu

Ser

Val

Gly

Val

aagtgatgac
ttactttgac
tggcggeggce
catgactgtg
agacagctcc
taaattactc
cagcgggtet
aacttactat

ggacattaaa

Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Ser

Lys Ser

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

Gln Ser
165

Gln Gln

Val

Lys

Leu Asp

Pro Gly

acggctgtat
tactggggcce
ggctceggtg
tctctgggeg
acgaataaga
ctttcctggg
gggacagatt
tgtcaacagt

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Thr Asn

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp

Tyr Val

105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg
155

Ser Thr
170

Pro

Ser

Gln Pro

160

attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttagce
catctacgcg
tcactctcac

ctgcccactt

Lys Lys Pro

Thr Thr
30
Glu

Phe

Gly Leu

45

Tyr Ala Asp

60
Thr

Ser Thr

Ala Val Tyr

Phe Asp
110
Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

Asn Lys Asn

Lys Leu Leu

gcgcectggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacagc

cccgatcacce

Gly Glu
15
Asn Tyr

Trp Met

Lys Phe

Ala Tyr
80
Tyr Cys
95
Tyr Trp

Ser Gly

Gln Ser

Cys
160
Leu

Asn

Ser
175

Leu Ser

300
360
420
480
540
600
660
720
750
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Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu

465
Glu

Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450

Gly

Ala

Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Tle
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe

Gly

Glu

180
Thr

Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln
Leu

Lys

Tyr

Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala

Ala

Tyr
485

Glu

Phe

Tyr

230

Glu

Cys

Arg

Lys

310

Phe

Asn

Gly

Gly

Gly

390

Leu

Thr

Pro

Pro

Ala

470
Cys

Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455

Leu

Ala

Gly
200
Leu
Gln
Asp
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr

Thr

Leu

185
Ile

Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala
Pro

Leu

Trp

161

Pro
Tle
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro
Ala

Ser

Tyr
490

Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Tyr
Leu
445
Ser

Gln

Arg

190

Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Tle

Gly

Pro

Gly
Pro
Ile
Gly
255

Gly

Lys

Ala
Asn
335
Val
Tyr
Gly
Val
Thr
415
Pro
Gly
Ser

Glu

Val
495

Ser

Glu

Thr

240

Ser

Gly

Tyr

Val

Asp

320

Thr

Tyr

Trp

Gly

Val

400

Leu

Asn

Gly

Leu

480
Phe
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Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505

<210> 86
211> 1515
<212> DNA
213> AL
220>
<223> (D33 B3 HL x H2C HL
<400> 86
caggtgcagce tggtgcagtc tggagctgag gtgaagaagc ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gacaaactat 180
gctgataagt tccagggacg cgttaccttc acttcggata cctctaccag cactgcecctat 240
atggaactcc gcaacctcaa aagtgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc catgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc acgaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggacattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggecttac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggcectce 1260
tcgactgggg ctgttacatc tggctactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece ccggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgc tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
210> 87
211> 505
212> PRT
213> AL
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220>
223> (D33
<400> 87

Gln Val Gln

1

Ser
Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe

Glu

Ser

Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly

Val

Leu

Lys
Asn
35

Ile
Arg
Leu
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln

Gln

Lys
275

B3 HL x

Leu
Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Met
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu

260
Leu

Val
5
Ser
Val
Thr
Thr
Asn
85
Trp
Thr
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245

Val

Ser

F12Q HL

Gln
Cys
Lys
Tyr
Phe
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg

Glu

Cys

Ser
Lys
Gln
Thr
55

Thr
Lys
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu

Ser

Ala

Gly
Ala
Ala
40

Gly
Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Asp

Gly

Ala
280

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly

265

Ser

163

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle
Ser
Lys
250

Gly

Gly

Val
Tyr
Gln
Asn
Ser
75

Thr
Val
Gly
Ile
Arg
155
Thr
Pro
Asp
Asp
Ala
235
Ser

Leu

Phe

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly

Val

Thr

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly

Gln

Phe
285

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro

270

Asn

Gly
15

Asn
Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255

Gly

Ser

Glu
Tyr
Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser

Gly

Tyr
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Ala Met Asn

Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465

Glu

Gly

290
Arg

Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly

Ala

Gly

<210>
211>
<212>
<213>
<220>
223>
<400>

caggtgcagec tggtgcagtc tggagctgag
tcctgcaagg ctagcgggta taccttcaca

ccaggacagg gtttagagtg gatgggctgg
gctgataagt tccagggacg cgttacctte

Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly
Glu
Gly
88
1515
DNA

AL

CD33
88

Trp

Arg

Gly

Gln

340

Arg

Gly

Gly

Pro

Ser

420

Gln

Leu

Lys

Tyr

Thr
500

Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

B3 HL x F12Q HL

Ala

Asn

Ile

Leu

Phe

360

Leu

Gly

Val

Ala

Gln

440

Thr

Thr

Leu

Val

Pro Gly Lys

Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala
Pro
Leu

Trp

Leu
505

Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro
Ala

Ser

Tyr
490

Ala
315
Asp

Glu

Ser

Val

Gly

395

Gly

Ser

Arg

Arg

Gly

475

Ser

gtgaagaagc

aactatggaa

ataaacacct

acttcggata

164

Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

ctggagagtc agtcaaggtc
tgaactgggt gaagcaggct
acactggaga gacaaactat

cctctaccag cactgcctat

Leu
Tyr
Ser
Thr
Val
365
Ser
Gln
Thr
Asn
Leu
445
Ser

Gln

Arg

Glu

Tyr

Lys

Ala

350

Ser

Gly

Thr

Val

430

Ile

Gly

Pro

Trp

Trp
Ala
Asn
335
Val
Trp
Gly
Val
Thr
415
Pro
Gly
Ser

Glu

Val
495

Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe

60
120
180
240
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atggaactcc gcaacctcaa aagtgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc catgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc acgaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggacattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaatag ctacgccatg aactgggtcc gccaggectecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag gcaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acgtttcctg gtgggettac tggggccaag ggactctggt caccgtectee 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactcee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
<210> 89
211> 505
212> PRT
213> AL
220>
<223> (D33 B3 HL x I2C HL
<400> 89
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Thr Asn Tyr Ala Asp Lys Phe
50 55 60
Gln Gly Arg Val Thr Phe Thr Ser Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
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Met Glu Leu

Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr

Ala

Gly

Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr

370

Ser

Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355

Trp

Gly

Arg
Ser
100
Thr
Ser
Met
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg

Gly

Gly

Asn
85

Trp
Thr
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln

Gly

Leu

Ser

Val

Gly

Val

150

Val

Lys

Glu

Phe

Tyr

230

Arg

Glu

Cys

Arg

Lys

310

Phe

Asn

Gly

Gly

Gly

Lys
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr

375

Ser

Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200

Leu

Gln

Gly
Ala

280
Ala

Asn
Ile
Leu
Phe
360

Leu

Gly

Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val

Gly

166

Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Ile
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn

Thr

Gly

Thr

Val

Gly

Ile

Arg

155

Thr

Pro

Asp

Asp

Ala

235

Ser

Leu

Phe

Lys

Ala

315

Asp

Glu

Ser

Val

Gly

Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser

380

Ser

Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365

Ser

Gln

Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser

Gly

Thr

Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Lys
Trp
Ala
Asn
335
Val
Tyr

Gly

Val

Cys

Trp

Gly

Ser

Cys

160

Leu

Ser

Ser

Glu

Thr

240

Ser

Gly

Tyr

Val

Asp

320

Thr

Tyr

Trp

Gly

Val
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385 390 395 400
Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly Thr Val Thr Leu

405 410 415
Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Asn Tyr Pro Asn
420 425 430
Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
435 440 445
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
450 455 460
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
465 470 475 480
Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe
485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505

<210> 90
211> 1515
<212> DNA
213> AL
220>
<223> (D33 B3 HL x I2C HL
<400> 90
caggtgcagce tggtgcagtc tggagctgag gtgaagaagc ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gacaaactat 180
gctgataagt tccagggacg cgttaccttc acttcggata cctctaccag cactgcecctat 240
atggaactcc gcaacctcaa aagtgatgac acggctgtat attactgtge gegectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc catgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc acgaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggacattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
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atgaacaact
ggtaatagct
tcaggtggtg
actcaggaac
tcgactgggg
gcacccegtg
tcaggctccce
gaggcagaat
aaactgactg
210> 91
211> 122
212> PRT
213> AL
220>

223> F2i
<400> 91
Gln Val Gln
1
Ser Val Lys
Asn
35
Ile

Gly Met

Gly Trp
50
Gln Gly
65

Met

Arg

Glu Leu

Ala Arg Trp

Gly Gln Gly
115
<210> 92
211>
212>
213>
220>
223>

<400>

PRT
AT

92

F2/CD33

tgaaaactga
acatatccta
gtggttctgg
cttcactcac
ctgttacatc
gtctaatagg
tgettggagg
attactgtgt

tccta

CD33

Leu Val

Val
20
Trp

Ser

Val

Asn Thr

Val Thr

Asn
85
Trp

Arg

Ser
100

Thr Thr

HCDR1

Gln

Cys

Lys

Tyr

Phe

70

Leu

Ser

Val

ggacactgcce
ctgggcttac
cggceggegsce
cgtatcacct
tggcaactac
tgggactaag
caaggctgcce

tctatggtac

Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Ser

Lys Ser

Asp Gly

Thr Val

120

gtgtactact
tggggccaag
tceggtggtyg
ggtggaacag
ccaaactggg
ttcctegecce
ctcaccctet

agcaaccgct

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Thr Asn

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp

Tyr Val
105

Ser Ser

168

gtgtgagaca
ggactctggt
gtggttctca
tcacactcac
tccaacaaaa
ccggtactce

caggggtaca
gggtgttcgg

Lys Lys Pro

Thr Thr
30
Glu

Phe

Leu
45
Ala

Gly

Tyr Asp

60

Thr Ser Thr

Ala Val Tyr

Phe Asp

110

Tyr

tgggaacttc
caccgtctce
gactgttgtg
ttgtggctcee
accaggtcag
tgccagattce
gccagaggat
tggaggaacc

Gly Glu
15
Asn Tyr

Trp Met

Lys Phe

Ala Tyr
80
Tyr Cys
95

Tyr Trp

1080
1140
1200
1260
1320
1380
1440
1500
1515
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Asn Tyr Gly
1

210>
211>
212>
213>
220>
223>
<400>

93
17
PRT
AL

F2[¢]
93

Met Asn
5

CD33 HCDR2Z

Trp Ile Asn Thr Tyr Thr Gly Glu Thr Asn Tyr Ala Asp Lys Phe Gln

1

Gly
210>
211>
212>
213>
220>
223>
<400>

94
13
PRT
AL

F2[¢]
94

5

CD33 HCDR3

10

Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr

1
210>
211>
212>
213>
220>
<223> F2i
<400> 95
caggtgcagc

95
366
DNA
AL

tcctgcaagg
ccaggacagg
gctgataagt
atggaactcc
tggagtgatg
tcetea
210>
211>
212>
213>

96
113
PRT
AL

5

CD33 VH

tggtgcagtc
ctagcgggta
gtttagagtg
tccagggacg
gcaacctcaa

gttactacgt

tggagctgag
taccttcaca
gatgggcetgg
cgttacctte
aagtgatgac
ttactttgac

10

gtgaagaagc
aactatggaa
ataaacacct
acttcggata
acggctgtat
tactggggcce

169

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce

aaggcactac

15

agtcaaggtc
gaagcaggct
gacaaactat
cactgcctat
gegetggagt
ggtcaccgtce

60
120
180
240
300
360
366
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220>

<223> F2[fCD33 VL

<400> 96

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ser Val Ser Leu Gly

1 5 10 15

Glu Arg Thr Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Asp Ser

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

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 75 80

Ile Asp Ser Leu Gln Pro Glu Asp Ser Ala Thr Tyr Tyr Cys Gln Gln
85 90 95

Ser Ala His Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile

100 105 110

Lys

210> 97

211> 17

<212> PRT

213> AL

220>

<223> F2[CD33 LCDR1

<400> 97

Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Thr Asn Lys Asn Ser Leu

1 5 10 15

Ala

<210> 98

211> 7

<212> PRT

213> AL

220>

<223> F2[JCD33 LCDR2

<400> 98

Trp Ala Ser Thr Arg Glu Ser

1 5

<210> 99

211> 9

170
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<212>
<213>
<220>
223>
<400>

PRT

99

AL

F2f£1CD33 LCDR3

Gln GIn Ser Ala His Phe Pro Ile Thr

1

210>
211>
212>
213>
220>
223>
<400> 100
gacatcgtga

100
339
DNA

atcaactgca
tggtaccagc
gaatccggga
attgacagcc

ccgatcacct

AL

5

F2141CD33 VL

tgacacagtc
agtccagcca
agaaaccagg
tccectgacceg
tgcagcctga
ttggccaagg

tccagactcce
gagtgtttta
acagcctccet
attcagtggc
agattctgca

gacacgactg

<210>
211>
212>
<213>

101
250
PRT
AL

<220>

223>
<400>

Gln
1

Ser

Gly

Gly

Gln

65
Met

F2/CD33
101
Val Gln Leu

Val Lys Val
20
Met Asn Trp
35
Trp Ile Asn
50
Gly Arg Val

Glu Leu Arg

Val

Ser

Val

Thr

Thr

Asn
85

Gln Ser Gly

Cys Lys Ala

Lys Gln Ala
40
Tyr Thr Gly
55
Phe Thr Ser
70
Leu Lys Ser

ctgtctgtgt
gacagctcca
aaattactcc
agcgggtetg
acttactatt

gagattaaa

Ala Glu Val

10
Ser Gly Tyr
25
Pro

Gly Gln

Glu Thr Asn

Thr Ser
75
Thr

Asp

Asp
90

Asp

171

ctctgggcega
cgaataagaa
tttcectggge
ggacagattt

gtcaacagtc

Lys Lys Pro

Thr Phe Thr
30
Gly Leu Glu
45
Tyr Ala Asp
60
Thr Ser Thr

Ala Val Tyr

gaggaccacc
ctccttaget
atctacgcgg
cactctcact

tgcccactte

Gly Glu
15

Asn Tyr
Met

Lys Phe

Ala Tyr
80
Tyr Cys

95

60
120
180
240
300
339
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Ala Arg Trp

Gly Gln Gly

115
Gly

Gly Gly

130
Asp

Pro Ser

145
Lys

Ser Ser

Ala Trp Tyr

Ala Ser
195
Gly

Trp
Gly Ser
210
Asp Ser Ala
225
Phe Gly Gln
210>
211>
212>
213>
220>
223> F2i
<400> 102

caggtgcagc

102
750
DNA
AL

tcctgcaagg
ccaggacagg
gctgataagt
atggaactcc
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag
atccctgacc

ctgcagcctg

Ser
100
Thr

Trp
Thr
Gly

Ser

Leu Ser

Ser

Val

Gly

Val

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

Gln Ser
165
Gln Gln
180
Thr Arg

Thr Asp

Thr Tyr

Val

Lys

Glu

Phe

Tyr

Leu Asp

Pro Gly

Ser Gly
200
Thr Leu
215

Cys Gln

230

Thr
245

Gly

CD33 HL

tggtgcagtc
ctagcgggta
gtttagagtg
tccagggacg
gcaacctcaa
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgce

Arg

Leu Glu

tggagctgag
taccttcaca
gatgggctgg
cgttacctte
aagtgatgac
ttactttgac
tggcggeggce
cctgtetgtg
agacagctcc
taaattactc
cagcgggtet

aacttactat

Tyr Tyr Val
105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg
155

Ser Thr
170

Pro

Ser

Gln
185
Tle

Pro

Pro Asp

Thr Ile Asp

Gln Ala
235
Lys
250

Ser

Ile

gtgaagaagc
aactatggaa
ataaacacct
acttcggata
acggctgtat
tactggggcce
ggctceggtg
tctctgggeg
acgaataaga
ctttcctggg
gggacagatt
tgtcaacagt

172

Phe Asp
110

Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

Asn Lys Asn

Leu
190

Ser

Lys Leu

Phe
205
Leu

Arg

Ser Gln
220
His

Phe Pro

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttagce
catctacgcg
tcactctcac

ctgcccactt

Tyr Trp

Ser Gly

Gln Ser

Cys
160
Leu

Asn

Ser
175
Leu Ser

Gly Ser

Pro Glu

Ile Thr
240

agtcaaggtc
gaagcaggct
gacaaactat
cactgcctat
gcgetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacagc

cccgatcacce

60
120
180
240
300
360
420
480
540
600
660
720
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tttggccaag ggacacgact ggagattaaa

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln

1

Ser
Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp

225
Phe

Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210

Ser

Gly

103
505
PRT
AL
CD33
103
Lys
Asn
35
Ile
Arg
Leu
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly

Ala

Gln

F2 HL x

Leu
Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr

Thr

Gly

Val

Ser

Val

Thr

Thr

Asn

85

Trp

Thr

Gly

Ser

Ser

165

Gln

Arg

Asp

Tyr

Thr

H2C

Gln

Cys

Lys

Tyr

Phe

70

Leu

Ser

Val

Gly

Val

150

Val

Lys

Glu

Phe

Tyr

230
Arg

Ser
Lys
Gln
Thr
55

Thr
Lys
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215

Cys

Leu

Gly
Ala
Ala
40

Gly
Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu

Gln

Glu

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln

Ile

173

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle

Ser

Lys

Val
Tyr
Gln
Asn
Ser
75

Thr
Val
Gly
Ile
Arg
155
Thr
Pro
Asp
Asp
Ala

235

Ser

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His

Gly

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu

Phe

Gly

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln

Pro

Gly

Gly
15

Asn
Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro

Ile

Gly

Glu
Tyr
Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr

240

Ser

750
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Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465

Glu

Gly

Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly

Ala

Gly

<210>
211>
<212>
<213>
<220>
223>

Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly
Glu
Gly
104
1515
DNA

AL

CD33

Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln
Leu
Lys

Tyr

Thr
500

245
Val

Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

F2 HL x

Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

H2C

Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Ala

Thr

Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala
Pro
Leu

Trp

Leu
505

174

250
Gly

Gly

Gly

Tyr

Arg

330

Thr

Asn

Thr

Gly

Pro

410

Thr

Pro

Ala

Ser

Tyr
490

Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Tyr
Leu
445
Ser

Gln

Arg

Pro
270

Asn

Glu

Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Tle

Gly

Pro

255
Gly

Lys

Trp

Ala

Asn

335

Val

Tyr

Gly

Val

Thr

415

Pro

Gly

Ser

Glu

Val
495

Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe



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

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20

25

30

Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

175

CN 111888474 A Fo5l & 72/175 T
<400> 104
caggtgcage tggtgcagtc tggagctgag gtgaagaagc ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gacaaactat 180
gctgataagt tccagggacg cgttaccttc acttcggata cctctaccag cactgcecctat 240
atggaactcc gcaacctcaa aagtgatgac acggctgtat attactgtge gegectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgtctgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc acgaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggecttac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggctactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgec tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
<210> 105
211> 505
212> PRT
213> AL
220>
223> (D33 F2 HL x F12Q HL
<400> 105
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Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305

Ser

Ala

Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg

Val

Tyr

35
Ile

Arg
Leu
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Ile

Lys

Leu

Asn

Val

Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu

260
Leu

Arg

Gly

Gln
340

Thr
Thr
Asn
85

Trp
Thr
Gly
Ser
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg

325
Met

Phe
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Glu
Cys
Arg
Lys
310

Phe

Asn

Thr
55

Thr
Lys
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr

Thr

Asn

40
Gly

Ser
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn

Ile

Leu

Glu Thr Asn

Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn

Ser

Lys
345

176

Thr
Asp
90

Tyr

Ser

Glu

Ser

170

Pro

Pro

Ile

Ser

Lys

250

Gly

Gly

Gly

Tyr

330
Thr

Ser
75

Thr
Val
Gly
Tle
155
Thr
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315

Asp

Glu

Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr

Asp

Asp

45
Ala

Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr

Ser

Thr

Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr

Lys

Ala
350

Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Tle
Gly
255

Gly

Ser

Ala

Asn
335
Val

Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320

Thr

Tyr
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Cys Val
355
Trp

Tyr
Ala Tyr
370
Gly Ser
385

Thr

Gly

Gln Glu

Thr Cys Gly

Val Gln
435
Phe

Trp
Thr Lys
450
Leu Gly Gly
465
Glu

Ala Glu

Gly Gly Gly
210>
211>
212>
213>
220>
223>
<400> 106
caggtgcagc

106
1515
DNA
AL

tcctgcaagg
ccaggacagg
gctgataagt
atggaactcc
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag
atccctgacc

ctgcagcctg

Arg His

Gly Gln

Gly Gly

Gly

Gly

Gly

Phe
360
Leu

Asn

Thr
375

Ser Gly

390

Ser
405

Ser

Pro

Ser
420
Gln Lys

Leu Ala

Lys Ala

Leu

Thr

Pro

Pro

Ala

Thr Val

Gly Ala
Gln
440
Thr

Gly

Gly
455

Leu Thr

470

Tyr
485
Lys

Tyr

Thr
500

tggtgcagtc
ctagcgggta
gtttagagtg
tccagggacg
gcaacctcaa
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgce

Cys

Leu

Val Leu

Thr Val

CD33 F2 HL x F12Q HL

tggagctgag
taccttcaca
gatgggctgg
cgttacctte
aagtgatgac
ttactttgac
tggcggeggce
cctgtetgtg
agacagctcc
taaattactc
cagcgggtet

aacttactat

Gly Asn Ser

Val Thr Val

Gly Gly Gly
395
Pro Gly
410

Thr

Ser

Val
425
Ala

Ser

Pro Arg

Pro Ala Arg
Gly
475

Ser

Leu Ser

Tyr
490

Trp

Leu
505

gtgaagaagc
aactatggaa
ataaacacct
acttcggata
acggctgtat
tactggggcce
ggctceggtg
tctctgggeg
acgaataaga
ctttcctggg
gggacagatt
tgtcaacagt

177

Val
365

Ser

Tyr Ser

Ser Gly

380

Ser Gln Thr

Gly Thr Val

Gly Asn Tyr
430

Gly Leu Ile
445

Phe Ser

460

Val

Gly

Gln Pro

Asn Arg Trp

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttagce
catctacgcg
tcactctcac

ctgcccactt

Trp Trp

Gly Gly

Val Val
400
Thr Leu
415
Pro Asn

Gly Gly

Ser Leu

Glu Asp
480
Val Phe

495

agtcaaggtc
gaagcaggct
gacaaactat
cactgcctat
gegetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacagc

cccgatcacce

60
120
180
240
300
360
420
480
540
600
660
720
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tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagecct ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaatag ctacgccatg aactgggtcc gccaggectcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag gcaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acgtttcctg gtgggettac tggggccaag ggactctggt caccgtectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
<210> 107
211> 505
<212> PRT
213> AL
220>
<223> (D33 F2 HL x I2C HL
<400> 107
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Thr Asn Tyr Ala Asp Lys Phe
50 55 60
Gln Gly Arg Val Thr Phe Thr Ser Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Asn Leu Lys Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Thr Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly
115 120 125
Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Val Met Thr Gln Ser
130 135 140
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Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr

Trp

Thr

Asp

Ser

Trp

Ala

Ser

210

Ser

Gly

Val

Leu

Met

290

Arg

Val

Tyr

Cys

Tyr

370

Ser

Gln

Cys

Val

Lys

Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Tle
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln

435
Phe

Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser
420

Gln

Leu

Ser
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser

Lys

Ala

Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr

Pro

Pro

Ser

Leu

Pro

Ser

Thr

215

Cys

Leu

Ser

Ala

Gln

295

Tyr

Thr

Asn

Asn

Thr

375

Ser

Thr

Gly

Gly

Gly

Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln

440
Thr

Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala

Pro

179

Glu
Ser
170
Pro
Pro
Tle
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr

Pro

Ala

Arg
155
Thr
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser

Arg

Arg

Thr

Asn

Lys

Arg

Ser

220

His

Gly

Val

Thr

Gly

300

Thr

Asp

Asp

Tyr

Ser

380

Ser

Gly

Gly

Gly

Phe

Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Asn
Leu

445

Ser

Ile

Asn

Leu

190

Ser

Gln

Pro

Gly

Pro

270

Asn

Glu

Tyr

Lys

Ala

350

Ser

Gly

Thr

Val

430

Ile

Gly

Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Lys
Trp
Ala
Asn
335
Val
Tyr
Gly
Val
Thr
415
Pro

Gly

Ser

Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn

Gly

Leu
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450 455 460
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
465 470 475 480
Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe
485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505

<210> 108
211> 1515
<212> DNA
213> AL
220>
223> (D33 F2 HL x 12C HL
<400> 108
caggtgcage tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gacaaactat 180
gctgataagt tccagggacg cgttaccttc acttcggata cctctaccag cactgcecctat 240
atggaactcc gcaacctcaa aagtgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggtte tgacategtg 420
atgacacagt ctccagactc cctgtctgtg tctctgggeg agaggaccac catcaactge 480
aagtccagcc agagtgtttt agacagctcc acgaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggetcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggecttac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgecce ccggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
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aaactgactg tccta
210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser
Gly
Gly
Gln
65

Met

Ala

Gly

Val
Met
Trp
50

Gly
Glu

Arg

Gln

210>
211>
212>
213>
220>
223>
<400>
Asn Tyr Gly Met Asn

1

<210>
211>
<212>
<213>
<220>
223>

109
122
PRT
AL

B10fJCD33 VH

109

Lys
Asn

35
Ile

Arg
Ile
Trp
Gly
115

110

PRT
NI

Val
20

Trp
Asn
Val
Arg
Ser

100
Thr

Val
5

Ser
Val
Thr

Thr

Asn
85
Trp

Thr

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

B10fJCD33 HCDR1

110

111
17
PRT
AL

5

B10f¥JCD33HCDR2

Ser

Lys

Gln

Thr

95

Thr

Arg

Asp

Thr

Gly

Ala

Ala

40

Gly

Thr

Ser

Gly

Val
120

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr

105

Ser

181

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr

Ser

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Lys
Thr
Gly
Tyr
60

Thr

Ala

Tyr

Lys

Phe

Leu

45

Ala

Ser

Val

Phe

Pro

Thr
30
Glu

Thr

Tyr

110

Gly
15

Asn
Trp
Lys

Ala

Tyr
95
Tyr

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp

1515
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<400> 111

Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Lys Phe Gln

1

Gly
210>
211>
212>
213>
220>
223>
<400>

112
13
PRT
AL

112

5

B10f¥JCD33 HCDR3

10

Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr

1

210>
211>
212>
213>
220>
223>
<400> 113
caggtgcagc

113
366
DNA
AL

tcctgcaagg
ccaggacagg
gctgataagt
atggaaatcc
tggagtgatg
tcetea
210>
211>
212>
213>
220>
223>
<400>

114
113
PRT
AL

114

5

B10fJCD33 VH

tggtgcagtc
ctagcgggta
gtttagagtg
tccagggacg
gcaacctcag

gttactacgt

B10HICD33 VL

tggagctgag
taccttcaca
gatgggcetgg
cgttaccatg
aagtgatgac
ttactttgac

10

gtgaagaagc
aactatggaa
ataaacacct
actacggata
acggctgtat
tactggggcce

ctggtgagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce

aaggcactac

15

agtcaaggtc
gaagcaggct
gccaacctat
cactgcctat
gcgcectggagt
ggtcaccgtce

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Thr Val Ser Leu Gly

1

5

10

15

Glu Arg Thr Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Asp Ser

20

25

30

Ser Asn Asn Lys Asn Ser Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

182

60
120
180
240
300
360
366
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35 40 45
Pro Pro Lys Leu Leu Leu Ser Trp Ala Ser Thr Arg Glu Ser Gly Ile
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Asp Gly Leu Gln Pro Glu Asp Ser Ala Thr Tyr Tyr Cys Gln Gln
85 90 95
Ser Ala His Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile
100 105 110
Lys
<210> 115
211> 17
<212> PRT
213> AL
220>
<223> BI10[JCD33 LCDR1
<400> 115
Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Asn Asn Lys Asn Ser Leu
1 5 10 15
Ala
<210> 116
211> 7
<212> PRT
213> AL
220>
<223> BI10[#JCD33 LCDR2
<400> 116
Trp Ala Ser Thr Arg Glu Ser
1 5
210> 117
211> 9
<212> PRT
213> AL
220>
<223> BIOHJCD33 LCDR3
<400> 117
Gln Gln Ser Ala His Phe Pro Ile Thr
1 5
<210> 118

183
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211>
212>
213>
220>
223>
<400> 118
gacatcgtga

339
DNA

AL

atcaactgca
tggtaccagc
gaatccggga
attgacggcce
ccgatcacct
<210> 119
211> 250
212> PRT
213> AL
220>
223>
<400> 119
Gln Val Gln
1

Ser

Val Lys

Gly Asn
35
Ile

Met
Gly Trp
50
Gln Gly
65

Met

Arg

Glu Ile

Ala Arg Trp

Gly Gln Gly

115
Gly Gly Gly
130
Asp

Pro Ser

145

B10HJCD33 VL

tgacacagtc
agtccagcca
agaaaccagg
tccectgacceg
tgcagcctga
ttggccaagg

B10HJCD33 HL

Leu Val
5
Val Ser
20
Trp Val

Asn Thr

Val Thr

Asn
85
Trp

Arg

Ser
100
Thr Thr

Ser Gly

Leu Thr

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

tccagactcce
gagtgtttta
acagcctccet
attcagtggc
agattctgca

gacacgactg

Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Thr

Arg Ser

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

ctgactgtgt
gacagctcca
aaattactcc
agcggttetg
acttactatt

gagattaaa

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp

Tyr Val

105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg

155

184

ctctgggcega
acaataagaa
tttcectggge
ggacagattt

gtcaacagtc

Lys Lys Pro

Thr Thr
30
Glu

Phe

Gly Leu

45

Tyr Ala Asp

60
Thr

Ser Thr

Ala Val Tyr

Phe Asp
110
Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

gaggaccacc
ctccttaget
atctacgcgg
cactctcact

tgcccactte

Gly Glu
15
Asn Tyr

Trp Met

Lys Phe

Ala Tyr
80
Tyr Cys
95
Tyr Trp

Ser Gly

Gln Ser

Cys
160

Asn

60
120
180
240
300
339
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Lys Ser Ser

Ala Trp Tyr

Trp Ala Ser
195
Gly Ser Gly

210
Asp Ser
225

Phe Gly Gln

Ala

210>
211>
212>
213>
220>
223>
<400> 120
caggtgcagc

120
750
DNA
AL

tcctgcaagg
ccaggacagg
gctgataagt
atggaaatcc
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag
atccctgacc
ctgcagcctg
tttggccaag
210> 121
211> 505
212> PRT
213> AL
220>
223>

<400> 121

Gln

165
Gln
180
Thr

Thr

Thr

Ser Val

Gln Lys

Arg Glu Ser

Asp Phe

Tyr Tyr

Leu Asp

Pro Gly
Gly
200
Thr Leu
215

Cys Gln

230

Gly
245

B10HJCD33 HL

tggtgcagtc
ctagcgggta
gtttagagtg
tccagggacg
gcaacctcag
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgc

ggacacgact

Thr Arg

Leu Glu

tggagctgag
taccttcaca
gatgggcetgg
cgttaccatg
aagtgatgac
ttactttgac
tggcggeggce
cctgactgtg
agacagctcc
taaattactc
cagcggttcet
aacttactat

ggagattaaa

CDh33 B10 HL x H2C HL

Ser Ser Asn

170
Gln Pro
185

Ile Pro

Pro

Asp

Thr Ile Asp

Gln Ser Ala
235
Ile Lys

250

gtgaagaagc
aactatggaa
ataaacacct
actacggata
acggctgtat
tactggggcce
ggctceggtg
tctctgggeg
aacaataaga
ctttcctggg
gggacagatt
tgtcaacagt

185

Asn Lys Asn

Leu Leu
190

Arg Phe Ser
205

Gly Leu Gln

220

His

Lys

Phe Pro

ctggtgagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcactac
gtggtggtte
agaggaccac
actccttage
catctacgcg
tcactctcac

ctgcccactt

Ser Leu
175
Leu Ser

Gly Ser

Pro Glu

Ile Thr
240

agtcaaggtc
gaagcaggct
gccaacctat
cactgcctat
gcgetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacggce

cccgatcacce

60
120
180
240
300
360
420
480
540
600
660
720
750
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Gln
1
Ser
Gly
Gly
Gln
65
Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser

Ala

Ala

Val
Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met

290
Arg

Gln
Lys
Asn
35

Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275

Asn

Ile

Leu
Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu

Trp

Arg

Val

Ser

Val

Thr

Thr

Asn

85

Trp

Thr

Gly

Thr

Ser

165

Gln

Arg

Asp

Tyr

Thr

245

Val

Ser

Val

Ser

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

150

Val

Lys

Glu

Phe

Tyr

230

Arg

Glu

Cys

Arg

Lys

Ser
Lys
Gln
Thr
55

Thr
Arg
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln

295
Tyr

Gly
Ala
Ala
40

Gly
Thr
Ser
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280

Ala

Asn

Ala Glu Val

Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro

Asn

186

10
Gly

Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Ile
Ser
Lys
250
Gly
Gly

Gly

Tyr

Tyr
Gln
Thr
Ser
75

Thr
Val
Gly
Tle
Arg
155
Asn
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe

Lys

Ala

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Gly
220
His
Gly
Val
Thr
Gly

300
Thr

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285

Leu

Tyr

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn

Glu

Tyr

Gly
15

Asn
Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Lys

Trp

Ala

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp

Gly

Ser

Cys

160

Leu

Ser

Ser

Glu

Thr

240

Ser

Gly

Tyr

Val

Asp
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305

Ser Val Lys
Ala Tyr Leu
Val
355
Trp

Tyr Cys

Ala Tyr
370
Gly Ser
385

Thr

Gly

Gln Glu

Thr Cys Gly

Val Gln
435
Phe

Trp
Thr Lys
450
Leu Gly Gly
465
Glu

Ala Glu

Gly Gly Gly
210>
211>
212>
213>
220>
223> (D33
<400> 122
caggtgcagc

122
1515
DNA

AL

tcctgcaagg
ccaggacagg
gctgataagt
atggaaatcc
tggagtgatg
tcctecaggtg

310

Arg
325
Met

Asp

Gln
340
Arg His

Gly Gln

Gly Gly

Phe

Asn

Gly

Gly

Gly

Thr Tle

Asn Leu

Phe
360
Leu

Asn

Thr
375

Ser Gly

390

Ser
405

Ser

Pro

Ser
420
Gln Lys

Leu Ala

Lys Ala

Leu

Thr

Pro

Pro

Ala

Thr Val

Gly Ala
Gln
440
Thr

Gly

Gly
455

Leu Thr

470

Tyr
485
Lys

Tyr

Thr
500

Cys

Leu

Ala Leu

Thr Val

B10 HL x H2C HL

tggtgcagtc
ctagcgggta
gtttagagtg
tccagggacg
gcaacctcag

gttactacgt
gtggtggttc

tggagctgag
taccttcaca
gatgggcetgg
cgttaccatg
aagtgatgac
ttactttgac
tggcggeggce

315
Arg Asp
330

Thr

Ser

Lys Glu

345
Gly

Asn Ser

Val Thr Val

Gly Gly Gly
395
Pro Gly
410

Thr

Ser

Val
425
Ala

Ser

Pro Arg

Pro Ala

Gly
475

Ser

Leu Ser
Tyr
490
Leu
505

Trp

gtgaagaagc
aactatggaa
ataaacacct
actacggata
acggctgtat
tactggggcce

ggcteceggtyg

187

Asp Ser Lys

Thr Ala
350

Ser

Asp

Ile
365

Ser

Tyr
Ser Gly
380
Ser

Gln Thr

Gly Thr Val

Gly Tyr
430
Ile

Tyr
Gly Leu
445
Phe Ser
460

Val

Gly

Gln Pro

Asn Arg Trp

ctggtgagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce

aaggcactac

gtggtggttc

320
Asn Thr
335
Val Tyr

Tyr Trp

Gly Gly

Val Val
400
Thr Leu
415
Pro Asn

Gly Gly

Ser Leu

Glu Asp
480
Val Phe

495

agtcaaggtc
gaagcaggct
gccaacctat
cactgcctat
gcgctggagt
ggtcaccgtce
tgacatcgtg

60
120
180
240
300
360
420
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atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aacaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecggttct gggacagatt tcactctcac tattgacggce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggettac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggctactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactcee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtge tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
<210> 123
211> 505
<212> PRT
213> AL
220>
<223> (D33 B10 HL x F12Q HL
<400> 123
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Ile Arg Asn Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr Trp
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Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly

385
Thr

Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370

Ser

Gln

Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Tle
Lys
Leu
Val
355
Trp

Gly

Glu

100
Thr

Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Gly
Gln
340
Arg
Gly

Gly

Pro

Thr
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln

Gly

Ser
405

Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly

390
Leu

Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375

Ser

Thr

Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile
Leu
Phe
360
Leu

Gly

Val

105

Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val

Gly

Ser

189

Ser
Asp
Glu
Ser
170
Pro
Pro
Tle
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr

Gly

Pro
410

Gly
Ile
Arg
155
Asn
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly

395
Gly

Gly
Val
140
Thr
Asn
Lys
Arg
Gly
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380

Ser

Gly

Gly
125
Met
Thr
Lys
Leu
Phe
205
Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Val
365
Ser

Gln

Thr

110
Gly

Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly

Thr

Val

Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Tle
Gly
255
Gly
Ser
Trp
Ala
Asn
335
Val
Trp
Gly

Val

Thr
415

Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val

400
Leu
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Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Asn Tyr Pro Asn
420 425 430
Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
435 440 445
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
450 455 460
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
465 470 475 480
Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe
485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505

210> 124
211> 1515
<212> DNA
213> AL
220>
<223> (D33 B10 HL x F12Q HL
<400> 124
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggtgagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcect 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gccaacctat 180
gctgataagt tccagggacg cgttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcag aagtgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc aacaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecggttct gggacagatt tcactctcac tattgacggce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaatag ctacgccatg aactgggtcc gccaggectcc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag gcaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acgtttcctg gtgggettac tggggccaag ggactctggt caccgtectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
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actcaggaac

tcgactgggg

gcacccegtg

tcaggctcce

gaggcagaat

aaactgactg

210> 125

211> 505

212> PRT

213> AL
220>

223> (D33
<400> 125

Gln Val Gln
1

Ser Val Lys
Gly Asn
35

Ile

Met
Gly Trp
50
Gln Gly
65

Met

Arg

Glu Ile

Ala Arg Trp

Gly Gln Gly

115

Gly Gly Gly

130

Pro Asp Ser

145

Lys Ser Ser

Ala Trp Tyr

Ala Ser

195

Trp

cttcactcac
ctgttacatc
gtctaatagg
tgettggagg
attactgtgt

tccta

B10

Val
5

Ser

Leu

Val
20
Trp Val

Asn Thr

Val Thr

Asn
85
Trp

Arg

Ser
100
Thr Thr

Ser Gly

Leu Thr

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

cgtatcacct
tggcaactac
tgggactaag
caaggctgcce

tctatggtac

HL x I2C HL

Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Thr

Arg Ser

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

Gln Ser
165
Gln Gln
180

Thr Arg

Val

Lys

Glu

Leu Asp

Pro Gly

Gly
200

Ser

ggtggaacag
ccaaactggg

ttcctegecce
ctcaccctcet

agcaaccgct

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp

Tyr Val

105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg

155
Ser Asn
170

Pro

Ser

Gln
185
Tle

Pro

Pro Asp

191

tcacactcac ttgtggctcce
tccaacaaaa accaggtcag
ccggtactcc tgccagattc
caggggtaca gccagaggat

gggtgttegg tggaggaacc

Pro Gly Glu
15

Asn

Lys Lys

Thr Thr
30
Glu

Phe Tyr

Gly Leu Met
45

Ala

Trp

Tyr Asp Lys Phe

60
Thr Thr

Ala Tyr

80
Cys

Ser

Ala Val Tyr

95
Tyr

Tyr

Phe Asp Trp

110
Gly

Tyr
Gly Gly
125
Met

Ser Gly
Val
140
Thr

Thr Gln Ser

Thr Ile Asn Cys

160
Ser Leu
175

Leu

Asn Lys Asn

Leu Ser

190

Ser

Lys Leu

Phe
205

Arg Gly Ser

1260
1320
1380
1440
1500
1515
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Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465

Glu

Gly

Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly

Ala

Gly

<210>

Gly
Ala
Gln
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly

Glu

Gly

126

Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln
Leu
Lys

Tyr

Thr
500

Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

Thr Ile Asp

Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala
Pro
Leu

Trp

Leu
505

192

Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro
Ala

Ser

Tyr
490

Ala
235

Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

Gly
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Leu
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Asn
Leu
445
Ser

Gln

Arg

Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Ile
Gly

Pro

Trp

Pro
Ile
Gly
255
Gly
Lys
Trp
Ala
Asn
335
Val
Tyr
Gly
Val
Thr
415
Pro
Gly
Ser

Glu

Val
495

Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe
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211> 1515
<212> DNA
213> AL
220>
<223> (D33 B10 HL x I2C HL
<400> 126
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggtgagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gccaacctat 180
gctgataagt tccagggacg cgttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcag aagtgatgac acggctgtat attactgtge gecgectggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcactac ggtcaccgtc 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactge 480
aagtccagcc agagtgtttt agacagctcc aacaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecggttct gggacagatt tcactctcac tattgacggce 660
ctgcagcctg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggcttac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctcet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
210> 127
211> 122
212> PRT
213> AL
220>
<223> E11HJCD33 VH
<400> 127
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Gln
1
Ser
Gly
Gly
Gln
65
Met

Ala

Gly

Val

Val

Met

Trp

50

Gly

Glu

Arg

Gln

210>
211>
212>
213>
220>
223>
<400>
Asn Tyr Gly Met Asn

1

210>
211>
212>
213>
220>
223>
<400>
Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Lys Phe Gln

1
Gly

<210>
211>
<212>
<213>

Gln
Lys
Asn
35

Ile
Arg
Ile
Trp
Gly
115

128

PRT
NI

Leu
Val
20

Trp
Asn
Val
Arg
Ser

100
Thr

Val

Ser

Val

Thr

Thr

Asn

85

Trp

Ser

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

E11f#JCD33 HCDR1

128

129
17
PRT
AL

5

E11f#JCD33 HCDR2

129

130
13
PRT
AL

5

Ser

Lys

Gln

Thr

95

Thr

Gly

Asp

Thr

Gly

Ala

Ala

40

Gly

Thr

Gly

Gly

Val
120

Ala Glu Val

Ser
25

Pro
Glu
Asp
Asp
Tyr

105

Ser

194

10
Gly

Gly
Pro
Thr
Asp
90

Tyr

Ser

10

Tyr
Gln
Thr
Ser
75

Thr

Val

Lys
Thr
Gly
Tyr
60

Thr

Ala

Tyr

Lys

Phe

Leu

45

Ala

Ser

Val

Phe

Pro

Thr
30
Glu

Asp

Thr

Asp
110

Gly
15

Asn
Trp
Lys
Ala
Tyr

95
Tyr

15

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp
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220>
<223> E11HJCD33 HCDR3
<400> 130
Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr
1 5 10
<210> 131
211> 366
<212> DNA
213> AL
220>
<223> E11HJCD33 VH
<400> 131
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcect 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gccaacctat 180
gctgataagt tccagggacg cgttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcgg aggtgatgac acggctgtat attactgtge gegetggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcacttc ggtcaccgtce 360
tcetea 366
210> 132
211> 113
212> PRT
213> AL
220>
<223> E11#JCD33 VL
<400> 132
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Thr Val Ser Leu Gly
1 5 10 15
Glu Arg Thr Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Asp Ser
20 25 30
Ser Thr Asn Lys Asn Ser Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Pro Pro Lys Leu Leu Leu Ser Trp Ala Ser Thr Arg Glu Ser Gly Ile
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Asp Ser Pro Gln Pro Glu Asp Ser Ala Thr Tyr Tyr Cys Gln Gln
85 90 95
Ser Ala His Phe Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile
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100 105 110
Lys
<210> 133
211> 17
212> PRT
213> AL
220>
<223> E11[CD33 LCDR1
<400> 133
Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Thr Asn Lys Asn Ser Leu
1 5 10 15
Ala
210> 134
Q211> 7
212> PRT
213> AL
220>
<223> E11[CD33 LCDR2
<400> 134
Trp Ala Ser Thr Arg Glu Ser
1 5
<210> 135
211> 9
212> PRT
213> AL
220>
<223> E11HJCD33 LCDR3
<400> 135
Gln Gln Ser Ala His Phe Pro Ile Thr
1 5
<210> 136
211> 339
<212> DNA
213> AL
220>
<223> E11#JCD33 VL
<400> 136
gacatcgtga tgacacagtc tccagactcc ctgactgtgt ctctgggecga gaggaccacce 60
atcaactgca agtccagcca gagtgtttta gacagctcca cgaataagaa ctccttaget 120

196
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tggtaccagc agaaaccagg acagcctcct aaattactcce tttcctggge atctacgegg 180
gaatccggga tccctgaccg attcagtgge agegggtetg ggacagattt cactctcact 240
attgacagcc cgcagcecctga agattctgeca acttactatt gtcaacagtc tgcccactte 300
ccgatcacct ttggccaagg gacacgactg gagattaaa 339
210> 137
211> 250
212> PRT
213> AL
220>
<223> E11#JCD33 HL

<400>
Gln Val Gln Leu Val

1

Ser
Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala

Trp

Gly

Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp

Ala

Ser
210

137

Lys
Asn
35

Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser

195
Gly

Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180

Thr

Thr

5

Ser
Val
Thr
Thr
Asn
85

Trp
Ser
Gly
Thr
Ser
165
Gln

Arg

Asp

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

150

Val

Lys

Glu

Phe

Ser

Lys

Gln

Thr

95

Thr

Gly

Asp

Thr

Gly

135

Ser

Leu

Pro

Ser

Thr
215

Gly
Ala
Ala
40

Gly
Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly

200
Leu

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185

Ile

Thr

197

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro

Pro

Ile

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Gly

Ile

Arg

155

Thr

Pro

Asp

Asp

Lys

Thr

Gly

Tyr

60

Thr

Ala

Tyr

Gly

Val

140

Thr

Asn

Lys

Arg

Ser
220

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe

205

Pro

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Ile
Asn
Leu
190

Ser

Gln

Gly
15

Asn
Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu

Gly

Pro

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp

Gly

Ser

Cys

160

Leu

Ser

Ser

Glu
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Asp Ser Ala Thr Tyr Tyr Cys Gln Gln Ser Ala His Phe Pro Ile Thr
230
Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys

225

210>
211>
212>
213>
220>
223>
<400> 138
caggtgcagc

138
750
DNA
AL

tcctgcaagg

ccaggacagg

gctgataagt

atggaaatcc

tggagtgatg

tcctcaggtg

atgacacagt

aagtccagcc

cagaaaccag

atccctgacc

ccgcagcectg

tttggccaag

210> 139

211> 505

212> PRT

213> AL
220>

223> (D33
<400> 139

Gln Val Gln
1

Ser Val Lys

Gly Met Asn
35
Gly Trp Ile
50

245

E11f#JCD33 HL

tggtgcagtc
ctagcgggta
gtttagagtg
tccagggacg
gcaacctcgg
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgc

ggacacgact

tggagctgag
taccttcaca
gatgggcetgg
cgttaccatg
aggtgatgac
ttactttgac
tggcggeggce
cctgactgtg
agacagctcc
taaattactc
cagcgggtet
aacttactat

ggagattaaa

E11 HL x H2C HL

Leu Val Gln Ser

5

Val Ser Cys Lys

20

Trp Val Lys Gln

Asn Thr Tyr Thr

Ala

Ala
40

95

235

250

gtgaagaagc
aactatggaa
ataaacacct
actacggata
acggctgtat
tactggggcce
ggctceggtyg
tctctgggeg
acgaataaga
ctttcctggg
gggacagatt
tgtcaacagt

Gly Ala Glu Val

10
Ser Gly Tyr
25
Pro Gly Gln

Gly Glu Pro Thr

198

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcacttc
gtggtggtte
agaggaccac
actccttagce
catctacgcg
tcactctcac

ctgcccactt

240

agtcaaggtc
gaagcaggct
gccaacctat
cactgcctat
gcgetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacagc

cccgatcacce

Lys Lys Pro Gly Glu

15

Thr Phe Thr Asn Tyr

30

Gly Leu Glu Trp Met

45

Tyr Ala Asp Lys Phe

60

60
120
180
240
300
360
420
480
540
600
660
720
750
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Gln Gly Arg

65
Met

Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala

Tyr

Ala

Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr

Cys

Tyr

Tle
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Tle
Lys
Leu
Val

355
Trp

Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340

Arg

Gly

Thr
Asn
85

Trp
Ser
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His

Gln

Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn

Gly

Gly

Thr

Gly

Asp

Thr

Gly

135

Ser

Leu

Pro

Ser

Thr

215

Cys

Leu

Ser

Ala

Gln

295

Tyr

Thr

Asn

Asn

Thr

Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile
Leu
Phe

360
Leu

Asp Thr Ser

Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly

Val

199

Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Ile
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr

Asn

Thr

75
Thr

Val
Gly
Ile
Arg
155
Thr
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu

Ser

Val

Thr

Ala

Tyr

Gly

Val

140

Thr

Asn

Lys

Arg

Ser

220

His

Gly

Val

Thr

Gly

300

Thr

Asp

Asp

Tyr

Ser

Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Pro
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle

365

Ser

Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350

Ser

Gly

Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Lys
Trp
Ala
Asn
335
Val

Tyr

Gly

Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr

Trp

Gly



200
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370 375 380
Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gln Thr Val Val
385 390 395 400
Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly Thr Val Thr Leu
405 410 415
Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Tyr Tyr Pro Asn
420 425 430
Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
435 440 445
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
450 455 460
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
465 470 475 480
Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn Arg Trp Val Phe
485 490 495
Gly Gly Gly Thr Lys Leu Thr Val Leu
500 505
<210> 140
211> 1515
<212> DNA
213> AL
220>
<223> (D33 E11 HL x H2C HL
<400> 140
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggct 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gccaacctat 180
gctgataagt tccagggacg cgttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcgg aggtgatgac acggctgtat attactgtge gegetggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcacttc ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc acgaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ccgcagectg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggetcecc aggaaagggt 900
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ttggaatggg
tcagtgaaag
atgaacaact
ggtaatagct
tcaggtggtg
actcaggaac
tcgactgggg
gcacccegtg
tcaggctccce
gaggcagaat
aaactgactg
210> 141
211> 505
212> PRT
213> AL
220>

223> (D33
<400> 141
Gln Val Gln
1
Ser

Val Lys

Gly Asn
35
Ile

Met
Gly Trp
50
Gln Gly
65

Met

Arg

Glu Ile

Ala Arg Trp

Gly Gln Gly

115
Gly

Gly Gly

130
Asp

Pro Ser

145
Lys

Ser Ser

ttgctcecgeat
acaggttcac
tgaaaactga
acatatccta
gtggttctgg
cttcactcac
ctgttacatc
gtctaatagg
tgcttggagg
attactgtgce

tccta

E11

Leu

5
Val Ser
20
Trp Val

Asn Thr

Val Thr

Asn
85
Trp

Arg

Ser
100
Thr Ser

Ser Gly

Leu Thr

Val Gln Ser

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

aagaagtaaa
catctccaga
ggacactgcce
ctgggcttac
cggceggegsce
cgtatcacct
tggctactac
tgggactaag
caaggctgcce

tctatggtac

HL x F12Q HL

Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Thr

Gly Gly

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

Gln Ser

Val

Leu Asp

tataataatt
gatgattcaa
gtgtactact
tggggccaag
tceggtggty
ggtggaacag
ccaaactggg
ttcctegecce
ctcaccctet

agcaaccgct

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp

Tyr Val

105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg

155
Thr

Ser Ser

201

atgcaacata
aaaacactgc
gtgtgagaca
ggactctggt
gtggttctca
tcacactcac
tccaacaaaa
ccggtactce

caggggtaca
gggtgttcgg

Lys Lys Pro

Thr Thr
30
Glu

Phe

Gly Leu

45

Tyr Ala Asp

60
Thr

Ser Thr

Ala Val Tyr

Phe Asp
110
Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

Asn Lys Asn

ttatgccgat
ctatctacaa
tgggaacttc
caccgtctce
gactgttgtg
ttgtggectcee
accaggtcag
tgccagattce
gccagaggat
tggaggaacc

Gly Glu
15
Asn Tyr

Trp Met

Lys Phe

Ala Tyr
80
Tyr Cys
95
Tyr Trp

Ser Gly

Gln Ser

Cys
160
Leu

Asn

Ser

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1515
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Ala Trp Tyr

Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp

Thr

Leu
465

Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys

450
Gly

Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435

Phe

Gly

Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Gly
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln

Leu

Lys

165
Gln

Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys

Ala

Ala

Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro

Pro

Ala
470

Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly

455
Leu

Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440

Thr

Thr

Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala

Pro

Leu

202

170

Pro
Pro
Ile
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro

Ala

Ser

Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg

Arg

Gly
475

Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe

460
Val

Leu
Phe
205
Pro
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Val
365
Ser
Gln
Thr
Asn
Leu
445

Ser

Gln

Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly
Thr
Val
430
Tle

Gly

Pro

175
Leu

Gly
Pro
Ile
Gly
255
Gly
Ser
Trp
Ala
Asn
335
Val
Trp
Gly
Val
Thr
415
Pro
Gly

Ser

Glu

Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly

Leu

Asp
480
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Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe

485

490

Gly Gly Gly Thr Lys Leu Thr Val Leu

210>
211>
212>
213>
220>
223>
<400> 142
caggtgcagc

142

DNA

tcctgcaagg
ccaggacagg
gctgataagt
atggaaatcc
tggagtgatg
tcctcaggtg
atgacacagt
aagtccagcc
cagaaaccag
atccctgacc
ccgcagcectg
tttggccaag
gtcgagtctg
tctggattca
ttggaatggg
tcagtgaaag
atgaacaact
ggtaatagct
tcaggtggtyg
actcaggaac
tcgactgggg
gcacccegtg
tcaggctccce
gaggcagaat
aaactgactg
210> 143
211> 505

1515

AL

500

tggtgcagtc
ctagcgggta
gtttagagtg
tccagggacg
gcaacctcgg
gttactacgt
gtggtggtte
ctccagactc
agagtgtttt
gacagcctcce
gattcagtgg
aagattctgc
ggacacgact
gaggaggatt
ccttcaatag
ttgctcecgeat
gcaggttcac
tgaaaactga
acgtttcctg
gtggttctgg
cttcactcac
ctgttacatc
gtctaatagg
tgcttggagg
attactgtgt

tccta

Cb33 E11 HL x F12Q HL

tggagctgag
taccttcaca
gatgggcetgg
cgttaccatg
aggtgatgac
ttactttgac
tggcggeggce
cctgactgtg
agacagctcc
taaattactc
cagcgggtet
aacttactat
ggagattaaa
ggtgcagcect
ctacgccatg
aagaagtaaa
catctccaga
ggacactgcce
gtgggcttac
cggceggegsce
cgtatcacct
tggcaactac
tgggactaag
caaggctgcece

tctatggtac

505

gtgaagaagc
aactatggaa
ataaacacct
actacggata
acggctgtat
tactggggcce
ggctceggtyg
tctctgggeg
acgaataaga
ctttcctggg
gggacagatt
tgtcaacagt
tceggaggtyg
ggagggtcat
aactgggtcce
tataataatt
gatgattcaa
gtgtactact
tggggccaag
tceggtggtyg
ggtggaacag
ccaaactggg
ttcctegecce
ctcaccctet

agcaaccgct

203

ctggagagtc
tgaactgggt
acactggaga
cctctaccag
attactgtgce
aaggcacttc
gtggtggtte
agaggaccac
actccttagce
catctacgcg
tcactctcac
ctgcccactt
gtggctceccga
tgaaactctc
gccaggcetcece
atgcaacata
aaaacactgc
gtgtgagaca
ggactctggt
gtggttctca
tcacactcac
tccaacaaaa
ccggtactcce

caggggtaca
gggtgttcgg

495

agtcaaggtc
gaagcaggct
gccaacctat
cactgcctat
gcgetggagt
ggtcaccgtce
tgacatcgtg
catcaactgc
ttggtaccag
ggaatccggg
tattgacagc
cccgatcacce
ggtgcagcetg
atgtgcagcce
aggaaagggt
ttatgccgat
ctatctacaa
tgggaacttc
caccgtctce
gactgttgtg
ttgtggctcee
accaggtcag
tgccagattce
gccagaggat
tggaggaacc

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
1380
1440
1500
1515
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212>
213>
220>
223>
<400>
Gln Val Gln

1

Ser
Gly
Gly
Gln
65

Met
Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225

Phe

Glu

Val
Met
Trp
50

Gly
Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser

Gly

Val

PRT
AT

CD33

143
Lys
Asn
35
Ile
Arg
Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala

Gln

Gln

Ell
Leu
Val
20

Trp
Asn
Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr

Gly

Leu
260

HL x I2C HL

Val
5
Ser
Val
Thr
Thr
Asn
85
Trp
Ser
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr

245
Val

Gln
Cys
Lys
Tyr
Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230

Arg

Glu

Ser
Lys
Gln
Thr
55

Thr
Gly
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys

Leu

Ser

Gly
Ala
Ala
40

Gly
Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln

Glu

Gly

Ala
Ser
25

Pro
Glu
Asp
Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln

Ile

Gly
265

204

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle
Ser
Lys

250
Gly

Val
Tyr
Gln
Thr
Ser
75

Thr
Val
Gly
Ile
Arg
155
Thr
Pro
Asp
Asp
Ala
235

Ser

Leu

Lys
Thr
Gly
Tyr
60

Thr
Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly

Val

Lys
Phe
Leu
45

Ala
Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Pro
Phe

Gly

Gln

Pro
Thr
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro

Gly

Pro
270

Gly
15

Asn
Trp
Lys
Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Tle
Gly

255
Gly

Glu
Tyr
Met
Phe
Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240

Ser

Gly
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Ser Leu

Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465

Glu

Gly

Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly

Ala

Gly

<210>
211>
<212>
<213>
<220>
223>
<400>

caggtgcage tggtgcagtc tggagctgag gtgaagaagc ctggagagtc agtcaaggtce
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet

Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly
Glu
Gly
144
1515

DNA
AL

CD33
144

Leu

Trp

Arg

Asp

Gln

340

Arg

Gly

Gly

Pro

Ser

420

Gln

Leu

Lys

Tyr

Thr
500

Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

E11 HL x I2C HL

Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

Ser Gly Phe

Pro

Asn

Ser

Lys

345

Gly

Val

Gly

Ser

Val

425

Ala

Pro

Leu

Trp

Leu
505

205

Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro
Ala

Ser

Tyr
490

Lys

Ala
315
Asp

Glu

Ser

Val

Gly

395

Gly

Ser

Arg

Arg

Gly

475

Ser

Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Asn
Leu
445
Ser

Gln

Arg

Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Tle

Gly

Pro

Lys

Trp

Ala

Asn

335

Val

Tyr

Gly

Val

Thr

415

Pro

Gly

Ser

Glu

Val
495

Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe

60
120
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ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gccaacctat 180
gctgataagt tccagggacg cgttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcgg aggtgatgac acggctgtat attactgtge gegetggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcacttc ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacategtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc acgaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ccgcagectg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggcectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggectcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggettac tggggccaag ggactctggt caccgtcectece 1140
tcaggtggtg gtggttetgg cggeggegge tceggtggtg gtggtteteca gactgttgtg 1200
actcaggaac cttcactcac cgtatcacct ggtggaacag tcacactcac ttgtggectce 1260
tcgactgggg ctgttacatc tggcaactac ccaaactggg tccaacaaaa accaggtcag 1320
gcacccegtg gtctaatagg tgggactaag ttcctcgece cecggtactee tgecagatte 1380
tcaggctcee tgettggagg caaggetgec ctcaccctet caggggtaca geccagaggat 1440
gaggcagaat attactgtgt tctatggtac agcaaccgct gggtgttcgg tggaggaacc 1500
aaactgactg tccta 1515
<210> 145
211> 1125
<212> DNA
Q13> A
<400> 145
atgggatgga gctgtatcat cctcttcttg gtagcaacag ctacaggtgt acactccgat 60
ccaaatttct ggctgcaagt gcaggagtca gtgacggtac aggagggttt gtgecgtcecte 120
gtgccetgea ctttettecca tcccataccce tactacgaca agaactcccce agttcatggt 180
tactggttcc gggaaggagce cattatatcc ggggactctc cagtggccac aaacaagcta 240
gatcaagaag tacaggagga gactcagggc agattccgece tccttgggga tcccagtagg 300
aacaactgct ccctgagcat cgtagacgcc aggaggaggg ataatggttc atacttcttt 360
cggatggaga gaggaagtac caaatacagt tacaaatctc cccagctctc tgtgcatgtg 420
acagacttga cccacaggcc caaaatcctc atccctggea ctctagaacc cggeccactcece 480
aaaaacctga cctgctctgt gtcctgggece tgtgagcagg gaacaccccece gatcttcectece 540
tggttgtcag ctgcceccac ctcecectggge cccaggacta ctcacteccte ggtgectcata 600
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atcaccccac

gctggtgtga
acaactggta
catggggcca
ttcttcatag
acccacccta
cccactgaaa
cattatgctt

tcagaggtca
<210> 146
211> 374
212> PRT
Q13> A

<400> 146
Met Gly Trp
1

Val

His Ser

Val Gln Glu

35

Ile Pro Tyr
50

Glu Gly

65

Asp

Ala

Gln Glu

Asp Pro Ser
Asn
115

Tyr

Arg Asp

Ser
130
Arg

Tyr

His
145
Lys

Pro

Asn Leu

Pro Ile Phe

Thr Thr His

ggccccagga
ctacggagag
tctttccagg
ttggaggagce
tgaagaccca
ccacagggtce
cctcaagctg
ccctecaactt

ggacccagtc

Ser Cys

Asp Pro
20
Gly Leu

Tyr Asp

Ile Ile

Val Gln
85

Asn
100
Gly Ser

Lys Ser

Lys Ile

Ile
Asn
Cys
Lys
Ser
70

Glu

Asn

Pro

Leu

ccacggcacc
aaccatccag
agatggctca
tggtgttaca
caggaggaaa
agcctccceceg
ttcaggtgcce
tcatgggatg
cgggcatcat

Ile Leu

Phe Trp

Val Leu
40
Asn Ser
55
Gly Asp

Glu Thr

Cys Ser

Phe Phe
120
Gln Leu
135

Ile Pro

150

Thr Cys

165
Ser Trp
180

Ser Ser

Ser

Leu

Val

Val Ser

Ser Ala

Leu Ile

aacctgacct
ctcaacgtca
gggaaacaag
gcectgeteg
gcagccagga
aaacaccaga
gcececctactg
aatccttcca

caccatcatc

Phe Leu Val

10
Leu GIn Val
25
Val

Pro Cys

Pro Val His
Val
75

Arg

Ser Pro

Gln Gly

90
Ser

Leu Ile

105
Arg

Met Glu

Ser Val His

Gly Thr Leu
155
Ala Cys
170

Pro

Trp

Ala
185
Tle

Thr
Thr

Pro

207

gtcaggtgaa
cctatgttcce
agaccagagc
ctectttgtet
cagcagtggg
agaagtccaa
tggagatgga
aggacacctc

attga

Ala Thr Ala

Gln Glu Ser

30

Thr Phe Phe
45

Gly Tyr

60

Ala

Trp

Thr Asn

Phe Arg Leu

Val Ala
110

Ser

Asp

Gly
125
Thr

Arg

Val
140
Glu

Asp

Pro Gly

Glu Gln Gly
Gly
190

Gln

Ser Leu

Arg Pro

gttcgctgga
acagaaccca
aggagtggtt
ctgcctecate
caggaatgac
gttacatggc
tgaggagctg
caccgaatac

Thr
15
Val

Gly

Thr

His Pro

Phe Arg

Leu
80
Gly

Lys

Leu
95
Arg Arg

Thr Lys

Leu Thr

His Ser
160
Thr Pro
175
Pro Arg

Asp His

660
720
780
840
900
960
1020
1080
1125
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195
Thr Asn
210

Glu

Gly

Thr
225
Thr

Arg

Thr Gly

Ala Gly Val

Ala Leu
275
Ala

Leu

Lys
290
Gly

Arg

Thr
305

Pro

Ser

Thr Glu

Asp Glu Glu
Asp
355

His

Ser Lys

His His
370
210>
211>
212>
213> BisE
<400> 147
atgccgetge
gtcaggcetgg
tgcactttct
ttccgggaag

147
1083
DNA

gaagtacagg
tgctccctga
gagaaaggaa
ttgacccaca
ctgacctgcet
tcagctgcecce

ccacggecce

Leu Thr

Thr Tle

Cys

Gln

200
Gln Val
215

Leu Asn

230

Ile Phe
245
Val His
260
Cys Leu

Ala Arg

Ala Ser

Pro

Gly

Cys

Thr

Pro

Gly Asp

Ala Ile
Tle
280
Val

Leu

Ala
295

Lys His

310

Thr Ser
325
Leu His
340
Thr Ser

His His

tgctactget
aagtgcagga
tccatcecegt
gagccattgt
aggagaccca
gcatcgtaga
gtaccaaata
ggccccaaat
ctgtgccectg
ccacctccect

aggaccacgg

Ser

Tyr

Thr

Cys Ser

Ala Ser

Glu Tyr

360

His

gceeetgetg
gtcagtgaca
accctaccac
atccttggac
gggccgattce
tgccaggagg
cagttacaaa
cctcatccct
ggcetgtgag
gggcectcagg
caccaacctc

Lys Phe Ala

Val Thr Tyr

235

Gly Ser Gly

250
Gly Gly Ala
265
Phe

Phe Ile

Gly Arg Asn

Gln Lys
315
Ala

Lys

Ala
330

Asn

Gly
Leu Phe
345
Ser

Glu Val

tgggcagggg

gtacaggagg
accaggaatt

tctccagtgg
cgectecttg
agggataacg
tctacccagce
ggagccctag
cagggaacac
accactcact

acctgtcagg

208

205
Gly Ala
220

Val

Gly

Pro Gln

Lys Gln Glu

Val Thr
270
Thr

Gly

Val Lys

285

Asp Thr His

300

Ser Lys Leu

Pro Thr Val

His Gly Met
350
Thr Gln

365

Arg

ccctggetat
gtttgtgegt
ccccagttca
ccacaaacaa
gggatcccag
gttcatactt
tctctgtgeca
accctgacca
ctccaatctt
cctcggtget
tgaagttccce

Val Thr

Pro
240
Arg

Asn

Thr
255
Ala Leu

His Arg

Pro Thr

His Gly
320
Glu Met
335

Asn Pro

Ser Gly

ggatccaaga
ccttgtgecece
tggttactgg
gctagatcaa
taggaacaac
ctttcggatg
tgtgacagac
ctccaaaaac
ctcctggatg

cataatcacc

tggagctgge

60
120
180
240
300
360
420
480
540
600
660
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gtgaccacgg
gatatctttc
gctggtgtcea
cacaggagga
ccaacatcct
tgttcaggta
tttcatggga
tga
210>
211>
212>
213>
220>
223> (D33
<400> 148
Glu Val Gln
1

Ser

148
505
PRT
AL

Leu Lys

Ala Asn
35
Tle

Met

Ala Arg

50

Ser Val Lys

65

Ala Tyr Leu

Tyr Cys Val

Ala Tyr Trp

115
Ser Gly
130

Gln

Gly

Thr
145
Thr

Glu

Cys Gly

Trp Val Gln

agagaaccat
taggagacgg
cagtcctget
aagcagccag
cgaaacacca
ccacccttac

tgaatcctte

UD H2C HL x

Leu
Leu
20

Trp
Arg
Asp
Gln
Arg
100
Gly
Gly
Pro

Ser

Gln
180

Val
5
Ser
Val
Ser
Arg
Met
85
His
Gln
Gly
Ser
Ser

165
Lys

Glu
Cys
Arg
Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150

Thr

Pro

AF5
Ser
Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr

Gly

Gly

ccagctcaat
ctcagggaaa
cgetetttgt
gacagcagtg
gaagaagtcc
tgtggagatg
tgaggacacc

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val

Ala

Gln

gtctcctatg
caaggagtgg
ctctgectcea
ggcaggatcg
aagttacatg
gatgaggagc
tccaccgaat

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly
105
Val
Gly
Ser

Val

Ala
185

209

Gly
10

Gly
Gly
Tyr

Arg

Thr
90

Asn

Thr

Gly

Pro

Thr

170

Pro

Leu
Phe
Lys
Ala
Asp
75

Glu
Ser
Val
Gly
Gly
155

Ser

Arg

cttcacagaa
ttcagggagc
tcttetteac
acacccacce
gcgcecactga
tgcactacgc

actcagaggt

Val GIn Pro

Thr Phe Asn

30

Gly Leu Glu
45

Thr Tyr

60

Asp

Tyr

Ser Lys

Asp Thr Ala

Ile Ser
110

Gly

Tyr

Ser
125
Gln

Ser
Ser Thr
140
Gly

Thr Val

Gly Tyr Tyr
Ile

190

Gly Leu

cccaagaact
catcggggga
agtgaagact
cgccacaggg
aacctcaggc
ttccetcaac

caggacccag

Gly
15

Lys
Trp
Ala
Asn
Val
95

Tyr
Gly
Val

Thr

Pro
175
Gly

Gly
Tyr
Val
Asp
Thr
80

Tyr
Trp
Gly
Val
Leu
160

Asn

Gly

720
780
840
900
960
1020
1080
1083
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Thr
Leu
Glu
225
Gly
Val
Val
Met
Trp
305
Gly
Glu
Arg
Gln
Gly
385
Asp
Ser
Trp
Ala
Ser
465

Ser

Gly

Lys
Gly
210
Ala
Gly
Gln
Lys
Asn
290
Tle
Arg
Leu
Trp
Gly
370
Gly
Ser
Ser
Tyr
Ser
450
Gly

Ala

Gln

Phe
195
Gly
Glu
Gly
Leu
Val
275
Trp
Asn
Val
His
Ser
355
Thr
Ser
Leu
Gln
Gln
435
Thr
Thr

Thr

Gly

Leu

Lys

Thr
Val
260
Ser
Val
Thr
Thr
Asn
340
Trp
Thr
Gly
Thr
Ser
420
Gln
Arg
Asp

Tyr

Thr

Ala
Ala
Tyr
Lys
245
Gln
Cys
Lys
Tyr
Met
325
Leu
Ser
Val
Gly
Val
405
Val
Lys
Glu
Phe
Tyr

485
Arg

Pro
Ala
Cys
230
Leu
Ser
Lys
Gln
Thr
310
Thr
Arg
Asp
Thr
Gly
390
Ser
Leu
Pro
Ser
Thr
470

Cys

Leu

Gly
Leu
215
Ala
Thr
Gly
Ala
Ala
295
Gly
Ser
Ser
Gly
Val
375
Gly
Leu
Asp
Gly
Gly
455
Leu

Gln

Glu

Thr
200
Thr
Leu
Val
Ala
Ser
280
Pro
Glu
Asp
Asp
Tyr
360
Ser
Ser
Gly
Ser
Gln
440
Tle
Thr

Gln

Ile

Pro Ala Arg

Leu

Trp

Leu

Glu

265

Gly

Gly

Pro

Thr

Asp

345

Tyr

Ser

Asp

Glu

Ser

425

Pro

Pro

Ile

Ser

Lys

210

Ser

Tyr

Ser

250

Val

Tyr

Gln

Thr

Ser

330

Thr

Val

Gly

Ile

410

Lys

Pro

Asp

Asp

Ala
490

Gly
Ser
235
Gly
Lys
Thr
Gly
Tyr
315
Thr
Ala
Tyr
Gly
Val
395
Thr
Asn
Lys
Arg
Ser

475
His

Phe
Val
220
Asn
Gly
Lys
Phe
Leu
300
Ala
Ser
Val
Phe
Gly
380
Met
Thr
Lys
Leu
Phe
460

Leu

Phe

Ser
205
Gln
Arg
Gly
Pro
Thr
285
Lys
Asp
Thr
Tyr
Asp
365
Gly
Thr
Ile
Asn
Leu
445
Ser

Gln

Pro

Gly
Pro
Trp
Gly
Gly
270
Asn
Trp
Asp
Ala
Tyr
350
Tyr
Ser
Gln
Asn
Ser
430
Leu
Gly

Pro

Ile

Ser
Glu
Val
Ser
255
Ala
Tyr
Met
Phe
Tyr
335
Cys
Trp
Gly
Ser
Cys
415
Leu
Ser
Ser

Glu

Thr
495

Leu

Phe
240
Gln
Ser
Gly
Gly
Lys
320
Leu
Ala
Gly
Gly
Pro
400
Lys
Ala
Trp
Gly
Asp

480
Phe
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<210> 149
211> 1515
<212> DNA
213> AL
220>
<223> (D33 UD H2C HL x AF5 HL
<400> 149
gaggtgcage tggtcgagtc tggaggagga ttggtgcage ctggagggtc attgaaactce 60
tcatgtgcag cctctggatt caccttcaat aagtacgcca tgaactgggt ccgccaggcet 120
ccaggaaagg gtttggaatg ggttgctcge ataagaagta aatataataa ttatgcaaca 180
tattatgccg attcagtgaa agacaggttc accatctcca gagatgattc aaaaaacact 240
gcctatctac aaatgaacaa cttgaaaact gaggacactg ccgtgtacta ctgtgtgaga 300
catgggaact tcggtaatag ctacatatcc tactgggctt actggggcca agggactctg 360
gtcaccgtct cctcaggtgg tggtggttct ggeggeggeg getecggtgg tggtggttcet 420
cagactgttg tgactcagga accttcactc accgtatcac ctggtggaac agtcacactc 480
acttgtgget cctcgactgg ggectgttaca tctggctact acccaaactg ggtccaacaa 540
aaaccaggtc aggcaccccg tggtctaata ggtgggacta agttcctcge ccccecggtact 600
cctgccagat tctcaggctc cctgettgga ggcaaggetg ccctcaccet ctcaggggta 660
cagccagagg atgaggcaga atattactgt gctctatggt acagcaaccg ctgggtgtte 720
ggtggaggaa ccaaactgac tgtcctatcc ggaggtggtg getcccaggt gecagetggte 780
cagtctggag ctgaggtgaa gaagcctgga gcgtcagtca aggtctcctg caaggctage 840
gggtatacct tcacaaacta tggaatgaac tgggtgaagc aggctccagg acagggttta 900
aagtggatgg gctggataaa cacctacact ggagagccaa catatgctga tgacttcaag 960
ggacgggtta ccatgacttc ggatacctct accagcactg cctatttgga actccacaac 1020
ctcagaagtg atgacacgge tgtatattac tgtgegeget ggagttggag tgatggttac 1080
tacgtttact ttgactactg gggccaagge actacggtca ccgtctccte aggtggtggt 1140
ggttctggeg geggeggete cggtggtggt ggttetgaca tcgtgatgac acagtctcca 1200
gactccctga ctgtgtctet gggegagagg accaccatca actgcaagtc cagccagagt 1260
gttttagaca gctccaagaa taagaactcc ttagcttggt accagcagaa accaggacag 1320
cctectaaat tactccttte ctgggeatcet acgegggaat ccgggatcee tgaccgatte 1380
agtggcagceg ggtctgggac agatttcact ctcactattg acagcctgeca gectgaagat 1440
tctgcaactt actattgtca acagtctgcc cacttccecga tcacctttgg ccaagggaca 1500
cgactggaga ttaaa 1515
<210> 150
211> 505
212> PRT
213> AL
220>
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<223> (D33
<400>
Glu Val Gln

1

Ser
Ala
Ala
Ser
65

Ala
Tyr
Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu
225
Gly
Val

Val

Met

Leu
Met
Arg
50

Val
Tyr
Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210
Ala
Gly
Gln

Lys

Asn

150

Lys
Asn
35

Ile
Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
Leu
Val

275
Trp

UD F12Q HL x AF5 HL

Leu
Leu
20

Trp
Arg
Gly
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys
Tyr
Thr
Val
260

Ser

Val

Val
5
Ser
Val
Ser
Arg
Met
85
His
Gln
Gly
Ser
Ser
165
Lys
Ala
Ala
Tyr
Lys
245
Gln

Cys

Lys

Glu
Cys
Arg
Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys
230
Leu
Ser

Lys

Gln

Ser Gly

Ala Ala

Gln Ala
40

Tyr Asn

55

Thr Ile

Asn Leu

Asn Phe

Thr Leu
120

Ser Gly

135

Thr Val

Gly Ala
Gly Gln
Gly Thr
200
Leu Thr
215
Val Leu
Thr Val
Gly Ala
Ala Ser

280
Ala Pro

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly
105
Val
Gly
Ser
Val
Ala
185
Pro
Leu
Trp
Leu
Glu
265
Gly

Gly

212

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala
Ser
Tyr
Ser
250
Val

Tyr

Gln

Leu
Phe
Lys
Ala
Asp
75

Glu
Ser
Val
Gly
Gly
155
Ser
Arg
Arg
Gly
Ser
235
Gly
Lys

Thr

Gly

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val
220
Asn
Gly
Lys

Phe

Leu

Gln
Phe
Leu
45

Tyr
Ser
Thr
Val
Ser
125
Gln
Thr
Asn
Leu
Ser
205
Gln
Arg
Gly
Pro
Thr

285
Lys

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly

Thr

Val

Ile
190
Gly
Pro
Trp
Gly
Gly
270

Asn

Trp

Gly
15

Ser
Trp
Ala
Asn
Val
95

Trp
Gly
Val
Thr
Pro
175
Gly
Ser
Glu
Val
Ser
255
Ala

Tyr

Met

Gly
Tyr
Val
Asp
Thr
80

Tyr
Trp
Gly
Val
Leu
160
Asn
Gly
Leu
Asp
Phe
240
Gln
Ser

Gly

Gly
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290
Trp Ile
305
Gly

Asn

Arg Val

Glu Leu His
Ser
355

Thr

Arg Trp

Gln Gly
370
Gly Gly
385

Asp

Ser

Ser Leu

Ser Ser Gln

Gln
435
Thr

Trp Tyr

Ala Ser
450
Ser Gly Thr
465
Ser

Ala Thr

Gly Gln Gly
210>
211>
212>
213>
220>
223> (D33
<400> 151

gaggtgcagce

tcatgtgcag

151
1515
DNA
AL

ccaggaaagg
tattatgccg

gcctatctac

Thr Tyr

Thr

295

Gly Glu

310

Thr Met
325
Asn Leu
340
Trp Ser

Thr Val

Gly Gly

Thr

Asp

Thr

Gly

Ser Asp

Ser Asp

Gly Tyr
360
Val Ser
375

Gly Ser

390

Thr Val
405
Ser Val
420
Gln Lys
Glu

Asp Phe

Ser

Leu

Pro

Ser

Thr

Leu Gly

Asp Ser
Gln
440
Ile

Gly

Gly
455

Leu Thr

470

Tyr
485
Arg

Tyr

Thr
500

Cys

Leu

Gln Gln

Glu Ile

UD F12Q HL x AF5 HL

tggtcgagtce
cctctggatt
gtttggaatg
attcagtgaa

aaatgaacaa

tggaggagga
caccttcaat
ggttgetege
aggcaggttc

cttgaaaact

Pro Thr Tyr
315

Thr Ser Thr

330

Asp Thr Ala

345
Tyr

Val Tyr

Ser Gly Gly

Tle Val
395
Thr

Asp

Glu
410
Lys

Ser Asn

425

Pro Pro Lys

Pro Asp Arg

Tle Ser
475
His

Asp

Ala
490
Lys
505

Ser

ttggtgcage
agctacgcca
ataagaagta
accatctcca

gaggacactg

213

300

Ala Asp Asp

Ser Thr Ala

Val Tyr

350

Tyr
Phe Asp
365
Gly Gly
380

Met

Ser

Thr Gln

Thr Tle Asn

Ser
430
Leu

Lys Asn

Leu
445

Ser

Leu

Phe
460
Leu

Gly

Gln Pro

Phe Pro Ile

ctggagggtc
tgaactgggt
aatataataa
gagatgattc
ccgtgtacta

Phe Lys
320
Tyr Leu
335
Cys Ala

Trp Gly

Gly Gly

Pro
400
Lys

Ser

Cys
415
Leu Ala

Ser Trp

Ser Gly

Glu Asp
480
Thr Phe

495

attgaaactc
ccgeccagget
ttatgcaaca
aaaaaacact

ctgtgtgaga

60
120
180
240
300
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catgggaact tcggtaatag ctacgtttcc tggtgggett actggggcecca agggactcectg 360
gtcaccgtct cctcaggtgg tggtggttct ggeggeggeg geteecggtgg tggtggttcet 420
cagactgttg tgactcagga accttcactc accgtatcac ctggtggaac agtcacactc 480
acttgtgget cctcgactgg ggectgttaca tctggcaact acccaaactg ggtccaacaa 540
aaaccaggtc aggcaccccg tggtctaata ggtgggacta agttcctcge ccccecggtact 600
cctgccagat tctcaggctc cctgettgga ggcaaggetg ccctcaccet ctcaggggta 660
cagccagagg atgaggcaga atattactgt gttctatggt acagcaaccg ctgggtgttce 720
ggtggaggaa ccaaactgac tgtcctatcc ggaggtggtg getcccaggt gecagetggte 780
cagtctggag ctgaggtgaa gaagcctgga gcgtcagtca aggtctcctg caaggctage 840
gggtatacct tcacaaacta tggaatgaac tgggtgaagc aggctccagg acagggttta 900
aagtggatgg gctggataaa cacctacact ggagagccaa catatgctga tgacttcaag 960
ggacgggtta ccatgacttc ggatacctct accagcactg cctatttgga actccacaac 1020
ctcagaagtg atgacacgge tgtatattac tgtgegeget ggagttggag tgatggttac 1080
tacgtttact ttgactactg gggccaaggec actacggtca ccgtctccte aggtggtggt 1140
ggttctggeg geggeggete cggtggtggt ggttetgaca tcgtgatgac acagtctcca 1200
gactccctga ctgtgtctet gggegagagg accaccatca actgcaagtc cagccagagt 1260
gttttagaca gctccaagaa taagaactcc ttagcttggt accagcagaa accaggacag 1320
cctectaaat tactccttte ctgggeatcet acgegggaat ccgggatcce tgaccgatte 1380
agtggcageg ggtctgggac agatttcact ctcactattg acagcctgeca gectgaagat 1440
tctgcaactt actattgtca acagtctgcc cacttccecga tcacctttgg ccaagggaca 1500
cgactggaga ttaaa 1515
<210> 152
211> 505
212> PRT
213> AL
220>
<223> (D33 UD I2C HL x AF5 HL
<400> 152
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Lys Tyr

20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60
Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr

214
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Tyr Cys Val

Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu
225
Gly
Val
Val
Met
Trp
305
Gly
Glu
Arg

Gln

Gly
385

Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210
Ala
Gly
Gln
Lys
Asn
290
Ile
Arg
Leu
Trp
Gly

370
Gly

Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
Leu
Val
275
Trp
Asn
Val
His
Ser
355

Thr

Ser

Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys
Tyr
Thr
Val
260
Ser
Val
Thr
Thr
Asn
340
Trp

Thr

Gly

85
His

Gln
Gly
Ser
Ser
165
Lys
Ala
Ala
Tyr
Lys
245
Gln
Cys
Lys
Tyr
Met
325
Leu
Ser

Val

Gly

Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys
230
Leu
Ser
Lys
Gln
Thr
310
Thr
Arg
Asp

Thr

Gly
390

Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215
Val
Thr
Gly
Ala
Ala
295
Gly
Ser
Ser
Gly
Val

375
Gly

Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr
Leu
Val
Ala
Ser
280
Pro
Glu
Asp
Asp
Tyr
360

Ser

Ser

Gly
105
Val
Gly
Ser
Val
Ala
185
Pro
Leu
Trp
Leu
Glu
265
Gly
Gly
Pro
Thr
Asp
345
Tyr

Ser

Asp

215

90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala
Ser
Tyr
Ser
250
Val
Tyr
Gln
Thr
Ser
330
Thr
Val

Gly

Ile

Ser
Val
Gly
Gly
155
Ser
Arg
Arg
Gly
Ser
235
Gly
Lys
Thr
Gly
Tyr
315
Thr
Ala
Tyr

Gly

Val
395

Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val
220
Asn
Gly
Lys
Phe
Leu
300
Ala
Ser
Val
Phe
Gly

380
Met

Ile
Ser
125
Gln
Thr
Asn
Leu
Ser
205
Gln
Arg
Gly
Pro
Thr
285
Lys
Asp
Thr
Tyr
Asp
365

Gly

Thr

Ser
110
Gly
Thr
Val
Tyr
Ile
190
Gly
Pro
Trp
Gly
Gly
270
Asn
Trp
Asp
Ala
Tyr
350
Tyr

Ser

Gln

95
Tyr

Gly
Val
Thr
Pro
175
Gly
Ser
Glu
Val
Ser
255
Ala
Tyr
Met
Phe
Tyr
335
Cys
Trp

Gly

Ser

Trp
Gly
Val
Leu
160
Asn
Gly
Leu
Asp
Phe
240
Gln
Ser
Gly
Gly
Lys
320
Leu
Ala
Gly

Gly

Pro
400
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Asp Ser Leu Thr Val Ser Leu Gly Glu Arg Thr Thr Ile Asn Cys Lys
405 410 415
Ser Ser Gln Ser Val Leu Asp Ser Ser Lys Asn Lys Asn Ser Leu Ala
420 425 430
Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Leu Ser Trp
435 440 445
Ala Ser Thr Arg Glu Ser Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly
450 455 460
Ser Gly Thr Asp Phe Thr Leu Thr Ile Asp Ser Leu Gln Pro Glu Asp
465 470 475 480
Ser Ala Thr Tyr Tyr Cys Gln Gln Ser Ala His Phe Pro Ile Thr Phe
485 490 495
Gly Gln Gly Thr Arg Leu Glu Ile Lys
500 505

<210> 153
211> 1515
<212> DNA
213> AL
220>
<223> (D33 UD I2C HL x AF5 HL
<400> 153
gaggtgcage tggtcgagtc tggaggagga ttggtgcage ctggagggtc attgaaactce 60
tcatgtgcag cctctggatt caccttcaat aagtacgcca tgaactgggt ccgccaggcet 120
ccaggaaagg gtttggaatg ggttgctcge ataagaagta aatataataa ttatgcaaca 180
tattatgccg attcagtgaa agacaggttc accatctcca gagatgattc aaaaaacact 240
gcctatctac aaatgaacaa cttgaaaact gaggacactg ccgtgtacta ctgtgtgaga 300
catgggaact tcggtaatag ctacatatcc tactgggctt actggggcca agggactctg 360
gtcaccgtct cctcaggtgg tggtggttct ggeggeggeg getecggtgg tggtggttcet 420
cagactgttg tgactcagga accttcactc accgtatcac ctggtggaac agtcacactc 480
acttgtgget cctcgactgg ggectgttaca tctggcaact acccaaactg ggtccaacaa 540
aaaccaggtc aggcaccccg tggtctaata ggtgggacta agttcctcge ccccecggtact 600
cctgccagat tctcaggctc cctgettgga ggcaaggetg ccctcaccet ctcaggggta 660
cagccagagg atgaggcaga atattactgt gttctatggt acagcaaccg ctgggtgttce 720
ggtggaggaa ccaaactgac tgtcctatcc ggaggtggtg getcccaggt gecagetggte 780
cagtctggag ctgaggtgaa gaagcctgga gcgtcagtca aggtctcctg caaggctage 840
gggtatacct tcacaaacta tggaatgaac tgggtgaagc aggctccagg acagggttta 900
aagtggatgg gctggataaa cacctacact ggagagccaa catatgctga tgacttcaag 960
ggacgggtta ccatgacttc ggatacctct accagcactg cctatttgga actccacaac 1020
ctcagaagtg atgacacgge tgtatattac tgtgegeget ggagttggag tgatggttac 1080



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

1

5

10

15

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Ile Tyr
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tacgtttact ttgactactg gggccaaggec actacggtca ccgtctccte aggtggtggt 1140
ggttctggeg geggeggete cggtggtggt ggttetgaca tcgtgatgac acagtctcca 1200
gactccctga ctgtgtctet gggegagagg accaccatca actgcaagtc cagccagagt 1260
gttttagaca gctccaagaa taagaactcc ttagcttggt accagcagaa accaggacag 1320
cctectaaat tactccttte ctgggeatcet acgegggaat ccgggatcce tgaccgatte 1380
agtggcageg ggtctgggac agatttcact ctcactattg acagcctgeca gectgaagat 1440
tctgcaactt actattgtca acagtctgcc cacttccecga tcacctttgg ccaagggaca 1500
cgactggaga ttaaa 1515
<210> 154
211> 109
<212> PRT
213> AL
220>
<223>  F6AMIVL
<400> 154
Gln Thr Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
1 5 10 15
Thr Val Thr Leu Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly

20 25 30
Tyr Tyr Pro Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly
35 40 45
Leu Ile Gly Gly Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe
50 55 60
Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val
65 70 75 80
Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn
85 90 95
Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105
<210> 155
211> 125
<212> PRT
213> AL
220>
<223> F6AMIVH
<400> 155
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Ala Met Asn

Ala
Ser
65

Ala

Tyr

Ala

Arg
50

Val
Tyr

Cys

Tyr

<210>
211>
212>
213>
220>
223>
<400>
Glu Val GIn Leu Val

1

Ser

Ala

Ala

Ser

65

Ala

Tyr

Ala

Gly

Thr

Leu
Met
Arg
50

Val
Tyr
Cys
Tyr
Ser

130
Gln

35
Ile

Lys

Leu

Val

Trp

115
156
249
PRT
AT

20
Trp

Arg

Ser

Gln

Arg

100
Gly

Val
Ser
Arg
Met
85

His

Gln

FEAFVH-VL

156

Lys
Asn
35

Tle
Lys
Leu
Val
Trp
115

Gly

Glu

Leu
20

Trp
Arg
Ser
Gln
Arg
100
Gly

Gly

Pro

5

Ser

Val

Ser

Arg

Met

85

His

Gln

Gly

Ser

Arg
Lys
Phe
70

Asn

Gly

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Gly

Leu

Gln
Tyr
55

Thr
Asn

Asn

Thr

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Ser

135
Thr

Ala
40

Asn
Tle
Leu

Phe

Leu
120

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120

Gly

Val

25

Pro

Asn

Ser

Lys

Gly

105
Val

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly
105
Val
Gly

Ser

218

Gly
Tyr
Arg
Thr
90

Asn

Thr

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr

Gly

Pro

Lys
Ala
Asp
75

Glu

Ser

Val

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Gly

Gly

Gly
Thr
60

Asp
Asp

Tyr

Ser

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser

140
Gly

Leu
45

Tyr
Ser
Thr

Val

Ser
125

Gln
Phe
Leu
45

Tyr
Ser
Thr
Val
Ser
125

Gln

Thr

30
Glu

Tyr

Lys

Ala

Ser
110

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly

Thr

Val

Trp

Ala

Asn

Val

95
Phe

Gly
15

Ile
Trp
Ala
Asn
Val
95

Phe
Gly

Val

Thr

Val
Asp
Thr
80

Tyr

Phe

Gly

Tyr

Val

Asp

Thr

80

Tyr

Phe

Gly

Val

Leu
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145 150 155 160
Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Tyr Tyr Pro Asn

165 170 175
Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
180 185 190
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
195 200 205
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
210 215 220
Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn Arg Trp Val Phe
225 230 235 240
Gly Gly Gly Thr Lys Leu Thr Val Leu
245
<210> 157
211> 109
<212> PRT
213> AL
220>
<223>  FOAfVL-P
<400> 157
Glu Leu Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
1 5 10 15
Thr Val Thr Leu Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly
20 25 30
Tyr Tyr Pro Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly
35 40 45
Leu Ile Gly Gly Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe
50 55 60
Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val
65 70 75 80
Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn
85 90 95
Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105
<210> 158
211> 125
<212> PRT
213> AL
220>

219
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<223> F6AIJVH-P

<400>

158

Glu Val Gln Leu Leu

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

210>
211>
212>
213>
220>
223>
<400>
Glu Val
1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Lys

Asn
35
Tle

Lys

Leu

Val

Trp

115
159
249
PRT
AT

Leu
20

Trp
Arg
Ser

Gln

Arg
100
Gly

5

Ser
Val
Ser
Arg
Met
85

His

Gln

F6Af(JVH-VL-P

159
Gln

Lys

Asn

35

Ile

Lys

Leu

Val

Leu
Leu
20

Trp
Arg

Ser

Gln

100

Leu
5

Ser

Val

Ser

Arg

Met

85
His

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Glu
Cys
Arg
Lys
Phe
70

Asn

Gly

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Ser

Ala

Gln

95

Thr

Asn

Asn

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Gly
Ala
Ala
40

Asn
Tle

Leu

Phe

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly

105
Val

Gly
Ser
25

Pro
Asn
Ser

Lys

Gly
105

220

Gly
10
Gly

Gly
Tyr
Arg
Thr
90

Asn

Thr

Gly
10
Gly

Gly

Arg

Thr
90

Asn

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Leu
Phe
Lys
Ala
Asp
75

Glu

Ser

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Val

Thr

Gly

Thr

60
Asp

Tyr

Gln

Phe

Leu

45

Tyr

Ser

Thr

Val

Ser
125

Gln

Phe

Leu

45

Tyr

Ser

Thr

Val

Pro

Asn

30

Glu

Tyr

Lys

Ala

Ser
110

Pro
Asn

30
Glu

Lys

Ala

Ser
110

Gly
15
Tle

Trp

Ala

Asn

Val

95
Phe

Gly
15
Tle

Ala
Asn
Val

95
Phe

Gly

Tyr

Val

Thr
80
Tyr

Phe

Gly
Tyr
Val
Asp
Thr
80

Tyr

Phe
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Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu

225
Gly

Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

210>
211>
212>
213>
220>
223>
<400>
Gln Thr Val

1
Thr

Tyr
Leu
Ser
65

Gln

Arg

Val
Tyr
Ile
50

Gly

Pro

Trp

Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
160

109
PRT

AL

Gly

Gly

Pro

Ser

Gln

180

Leu

Lys

Tyr

Thr

H2CH VL

160

Thr
Pro
35

Gly
Ser

Glu

Val

Val
Leu
20

Asn
Gly
Leu

Asp

Phe
100

Gln

Gly

Ser

Ser

165

Lys

Ala

Ala

Tyr

Lys
245

Thr

Thr

Trp

Thr

Leu

Glu

85
Gly

Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Gln
Cys
Val
Lys
Gly
70

Ala

Gly

Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Glu
Gly
Gln
Phe
55

Gly

Glu

Gly

Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Pro
Ser
Gln
40

Leu
Lys

Tyr

Thr

Val

Gly

Ser

Val

Ala

185

Pro

Leu

Trp

Leu

Ser
Ser
25

Lys
Ala
Ala

Tyr

Lys
105

221

Thr Val

Gly Gly

Pro Gly
155

Thr Ser

170

Pro Arg

Ala Arg

Ser Gly

Tyr Ser
235

Leu Thr
10
Thr Gly

Pro Gly

Pro Gly

Ala Leu
75

Cys Ala

90

Leu Thr

Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Val
Ala
Gln
Thr
60

Thr

Leu

Val

Ser
125
Glu
Thr
Tyr
Leu
Ser
205

Gln

Arg

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Gly

Leu

Val

Tyr

Ile

190

Gly

Pro

Trp

Pro
Thr
30

Pro
Ala

Ser

Tyr

Gly

Val

Thr

Pro

175

Gly

Ser

Glu

Val

Gly
15

Ser

Arg

Gly

Ser
95

Gly

Val

Leu

160

Asn

Gly

Leu

Asp

Phe
240

Gly

Gly

Gly

Phe

Val

80

Asn
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<210> 161
211> 125
<212> PRT
213> AL
220>
<223> H2CHIVH
<400> 161
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Lys Tyr
20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60
Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Ile Ser Tyr Trp
100 105 110
Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 162
211> 249
<212> PRT
213> AL
220>
<223> H2C[JVH-VL
<400> 162
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Lys Tyr
20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60

Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr

222
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65

Ala Tyr Leu Gln

Tyr
Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu

225
Gly

Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

<210>
211>
212>
213>
220>
223>
<400>
Glu Leu Val Val Thr

1

Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
163

109
PRT

AL

H2CH)VL-P

163

Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys

Tyr

Thr

Met
85

His
Gln
Gly
Ser
Ser
165
Lys
Ala
Ala

Tyr

Lys
245

5

Thr Val Thr Leu Thr

20

Tyr Tyr Pro Asn Trp

35

Leu Ile Gly Gly Thr

50

Ser Gly Ser Leu Leu

70

Asn

Gly

Gly

Gly

Leu

150

Thr

Pro

Pro

Ala

Cys

230
Leu

Gln

Cys

Val

Lys

Gly

Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Glu

Gly

Gln

Phe

55
Gly

Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Pro
Ser
Gln
40

Leu

Lys

Lys
Gly
105
Val
Gly
Ser
Val
Ala
185

Pro

Leu

Leu

Ser
Ser
25

Lys

Ala

Ala

223

75
Thr Glu
90

Asn Ser
Thr Val
Gly Gly
Pro Gly
155
Thr Ser
170
Pro Arg
Ala Arg

Ser Gly

Tyr Ser
235

Leu Thr
10

Thr Gly
Pro Gly

Pro Gly

Ala Leu

Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Val

Ala

Gln

Thr

60
Thr

Thr
Tle
Ser
125
Gln
Thr
Tyr
Leu
Ser
205

Gln

Arg

Ser
Val
Ala
45

Pro

Leu

Ala
Ser
110
Gly
Thr
Val
Tyr
Ile
190
Gly

Pro

Trp

Pro

Thr
30

Pro

Ala

Ser

Val
95

Tyr
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly
15

Ser
Arg

Arg

Gly

80
Tyr

Trp

Gly

Val

Leu

160

Asn

Gly

Leu

Phe
240

Gly

Gly

Gly

Phe

Val



CN 111888474 A F 5 * 121/175 7

65 70 75 80
Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn
85 90 95
Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105
<210> 164
211> 125
<212> PRT
213> AL
220>
<223> H2C[JVH-P
<400> 164
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Lys Tyr
20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60
Ser Val Lys Asp Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Ile Ser Tyr Trp
100 105 110
Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 165
211> 249
<212> PRT
213> AL
220>
<223> H2CHJVH-VL-P
<400> 165
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Lys Tyr
20 25 30

224
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Ala
Ala
Ser
65

Ala
Tyr
Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu

225
Gly

Met
Arg
50

Val
Tyr
Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

<210>
211>
212>
213>
220>
223>
<400>
Gln Thr Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly

1

Asn
35
Tle
Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
166

109
PRT

AL

Trp

Arg

Asp

Gln

Arg

100

Gly

Gly

Pro

Ser

Gln

180

Leu

Lys

Tyr

Thr

H1EFJVL

166

Val

Ser

Arg

Met

85

His

Gln

Gly

Ser

Ser

165

Lys

Ala

Ala

Tyr

Lys
245

5

Arg
Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Pro Gly Lys

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

Trp

Leu

Tyr
Arg
Thr
90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala

Ser

Tyr

10

Ala
Asp
75

Glu
Ser
Val
Gly
Gly
155
Ser
Arg
Arg

Gly

Ser
235

Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Leu
45

Tyr
Ser
Thr
Tle
Ser
125
Glu
Thr
Tyr
Leu
Ser
205

Gln

Arg

Glu

Tyr

Lys

Ala

Ser

110

Gly

Leu

Val

Tle
190
Gly

Pro

Trp

Trp
Ala
Asn
Val
95

Tyr
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

15

Val
Asp
Thr
80

Tyr
Trp
Gly
Val
Leu
160
Asn
Gly
Leu

Asp

Phe
240

Thr Val Thr Leu Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly

20

25

225

30



CN 111888474 A Fo5l & 123/175 7
Tyr Tyr Pro Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly
35 40 45
Leu Ile Gly Gly Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe
50 55 60
Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val
65 70 75 80
Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn
85 90 95
Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105
<210> 167
211> 125
<212> PRT
213> AL
220>
<223> HIERIVH
<400> 167
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Glu Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Ser Tyr
20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60
Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Leu Ser Phe Trp
100 105 110
Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 168
211> 249
<212> PRT
213> AL
<220>

<223> HIERJVH-VL

226
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<400>
Glu Val Gln Leu Val Glu Ser Gly Gly

1

Ser
Ala
Ala
Ser
65

Ala
Tyr
Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu

225
Gly

Leu
Met
Arg
50

Val
Tyr
Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

<210>
211>
<212>
<213>
<220>
223>

168

Lys Leu Ser Cys Ala Ala Ser
20 25
Asn Trp Val Arg Gln Ala Pro
35 40
Ile Arg Ser Lys Tyr Asn Asn
55
Lys Gly Arg Phe Thr Ile Ser
70
Leu GIn Met Asn Asn Leu Lys
85
Val Arg His Gly Asn Phe Gly
100 105
Trp Gly Gln Gly Thr Leu Val
115 120
Gly Gly Gly Gly Ser Gly Gly
135
Glu Pro Ser Leu Thr Val Ser
150
Gly Ser Ser Thr Gly Ala Val
165
Gln Gln Lys Pro Gly Gln Ala
180 185
Phe Leu Ala Pro Gly Thr Pro
195 200
Gly Lys Ala Ala Leu Thr Leu
215
Glu Tyr Tyr Cys Ala Leu Trp
230
Gly Thr Lys Leu Thr Val Leu
245
169
109
PRT
AT

H1EfJVL-P

227

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala

Ser

Tyr

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Gly

Gly

155

Ser

Arg

Arg

Gly

Ser
235

Glu
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Gln
Phe
Leu
45

Tyr
Ser
Thr
Leu
Ser
125
Gln
Thr
Tyr
Leu
Ser
205

Gln

Arg

Pro
Asn

30
Glu

Lys
Ala
Ser
110
Gly
Thr
Val
Tyr
Tle
190

Gly

Pro

Gly
15

Ser
Trp
Ala
Asn
Val
95

Phe
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly

Tyr

Val

Asp

Thr

80

Tyr

Trp

Gly

Val

Leu

160

Asn

Gly

Leu

Asp

Phe
240
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<400>
Glu Leu
1

Thr Val

Tyr Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

<210>
211>
<212>
<213>
<220>
223>
<400>

169
Val

Thr
Pro
35
Gly
Ser
Glu
Val
170

125
PRT

AL

Val
Leu
20

Asn

Gly

Leu

Phe
100

Thr

Thr

Trp

Thr

Leu

Glu

85
Gly

H1EFVH-P

170

Glu Val Gln Leu Leu

1

Ser Leu
Ala Met
Ala Arg
50
Ser Val

65
Ala Tyr

Tyr Cys

Ala Tyr

<210>

Lys
Asn
35

Ile
Lys
Leu
Val
Trp

115
171

Leu
20

Trp
Arg
Gly

Gln

Arg
100
Gly

5

Ser
Val
Ser
Arg
Met
85

His

Gln

Gln
Cys
Val
Lys
Gly
70

Ala

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Glu
Gly
Gln
Phe
55

Gly

Glu

Gly

Ser

Ala

Gln

95

Thr

Asn

Asn

Thr

Pro
Ser
Gln
40

Leu
Lys

Tyr

Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Ser
Ser
25

Lys
Ala
Ala

Tyr

Lys
105

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly

105
Val

228

Leu Thr
10
Thr Gly

Pro Gly

Pro Gly

Ala Leu
75

Cys Ala

90

Leu Thr

Gly Leu
10
Gly Phe

Gly Lys

Tyr Ala

Arg Asp

75
Thr Glu
90

Asn Ser

Thr Val

Val
Ala
Gln
Thr
60

Thr

Leu

Val

Glu

Thr

Gly

Thr

60
Asp

Tyr

Ser

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Gln

Phe

Leu

45

Tyr

Ser

Thr

Leu

Ser
125

Pro
Thr
30

Pro
Ala

Ser

Tyr

Pro
Asn

30
Glu

Lys

Ala

Ser
110

Gly
15

Ser
Arg
Arg

Gly

Ser
95

Gly
15

Ser

Ala
Asn
Val

95
Phe

Gly

Gly

Gly

Phe

Val

80

Asn

Gly
Tyr
Val
Asp
Thr
80

Tyr

Trp
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211>
<212>
<213>
<220>
223>
<400>

249
PRT

AL

H1EVH-VL-P

171

Glu Val Gln Leu Leu

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Gly Ser
130

Thr Gln

145

Thr Cys

Trp Val
Thr Lys
Leu Gly

210
Glu Ala
225

Gly Gly

<210>

Lys
Asn
35

Ile
Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu

Gly

172

Leu
20

Trp
Arg
Gly
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys

Tyr

Thr

5

Ser

Val

Ser

Arg

Met

85

His

Gln

Gly

Ser

Ser

165

Lys

Ala

Ala

Tyr

Lys
245

Glu
Cys
Arg
Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Ser
Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Gly
Ser
25

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

Trp

Leu

229

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala

Ser

Tyr

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Gly

Gly

155

Ser

Arg

Arg

Gly

Ser
235

Glu
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Gln
Phe
Leu
45

Tyr
Ser
Thr
Leu
Ser
125
Glu
Thr
Tyr
Leu
Ser
205

Gln

Arg

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly
Leu
Val
Tyr
Tle
190

Gly

Pro

Gly
15

Ser
Trp
Ala
Asn
Val
95

Phe
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly

Tyr

Val

Asp

Thr

80

Tyr

Trp

Gly

Val

Leu

160

Asn

Gly

Leu

Asp

Phe
240
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211> 125

<212> PRT

213> AL

220>

<223>  GAHFVL

<400> 172

Glu Val GIn Leu

1

Ser Leu Lys Leu

20

Ala Met Asn Trp
35

Ala Arg Ile Arg

50

Ser Val Lys Gly

65

Ala Tyr Leu Gln

Tyr Cys Val Arg
100

Ala Tyr Trp Gly
115

<210> 173

211> 125

<212> PRT

213> AL

220>

<223>  G4Hff) VH

<400> 173

Glu Val GIn Leu

1

Ser Leu Lys Leu

20

Ala Met Asn Trp
35

Ala Arg Ile Arg

50
Ser Val Lys Gly
65

Val
5
Ser
Val
Ser
Arg
Met
85

His

Gln

Val
5

Ser
Val

Ser

Arg

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Glu

Cys

Arg

Lys

Phe
70

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Ser

Ala

Gln

Tyr

55
Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Gly
Ala
Ala
40

Asn

Ile

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly

105
Val

Gly
Ser
25

Pro

Asn

Ser

230

Gly
10

Gly
Gly

Tyr

Thr
90

Asn

Thr

Gly
10

Gly
Gly

Tyr

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Leu

Phe

Lys

Ala

Asp
75

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Val

Thr

Gly

Thr

60
Asp

Gln

Phe

Leu

45

Tyr

Ser

Thr

Leu

Ser
125

Gln
Phe
Leu
45

Tyr

Ser

Pro

Asn

30

Glu

Tyr

Lys

Ala

Ser
110

Pro
Asn
30

Glu

Tyr

Lys

Gly
15
Arg

Ala
Asn
Val

95
Tyr

Gly
15

Arg
Trp

Ala

Asn

Gly
Tyr
Val
Asp
Thr
80

Tyr

Phe

Gly

Tyr

Val

Asp

Thr
80



CN 111888474 A F 5 * 128/175 T

Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Leu Ser Tyr Phe
100 105 110
Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 174
211> 249
<212> PRT
213> AL
220>
<223>  GAHMfJVH-VL
<400> 174
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Arg Tyr
20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60
Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Leu Ser Tyr Phe
100 105 110
Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly
115 120 125
Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gln Thr Val Val
130 135 140
Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly Thr Val Thr Leu
145 150 155 160
Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Tyr Tyr Pro Asn
165 170 175
Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
180 185 190
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
195 200 205

231



CN 111888474 A

FF

.1l

2.3

129/175 7

Leu Gly Gly Lys Ala

210

Glu Ala Glu Tyr Tyr

225

Gly Gly Gly Thr Lys

<210> 175
211> 109
<212> PRT
Q13> AL
<220>

<223>  G4HIIVL-P

<400> 175

245

Glu Leu Val Val Thr

1
Thr Val Thr

Tyr Tyr Pro
35
Leu Ile Gly
50
Ser Gly Ser
65
Gln Pro Glu

Arg Trp Val

<210> 176
211> 125
<212> PRT
Q13> AL
<220>

<223>  G4HIVH-P

<400> 176

Leu
20

Asn

Gly

Leu

Asp

Phe
100

5
Thr

Trp

Thr

Leu

Glu

85
Gly

Ala
Cys

230
Leu

Gln
Cys
Val
Lys
Gly
70

Ala

Gly

Leu Thr
215
Ala Leu

Thr Val

Glu Pro

Gly Ser

Gln Gln
40

Phe Leu

55

Gly Lys

Glu Tyr

Gly Thr

Glu Val Gln Leu Leu Glu Ser Gly

1

5

Ser Leu Lys Leu Ser Cys Ala Ala

20

Ala Met Asn Trp Val Arg Gln Ala

Leu Ser Gly Val Gln Pro Glu Asp

220

Trp Tyr Ser Asn Arg Trp Val Phe

Leu

Ser
Ser
25

Lys
Ala
Ala

Tyr

Lys
105

Gly

Leu
10
Thr

Pro

Pro

Ala

Cys

90
Leu

235

Thr
Gly
Gly
Gly
Leu
75

Ala

Thr

Val

Ala

Gln

Thr

60

Thr

Leu

Val

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Gly Leu Val Gln

10

Ser Gly Phe Thr Phe

25

Pro
Thr
30

Pro
Ala

Ser

Tyr

Pro

Asn
30

Pro Gly Lys Gly Leu Glu

232

Gly
15

Ser
Arg
Arg

Gly

Ser
95

Gly
15
Arg

Trp

240

Gly

Gly

Gly

Phe

Val

80

Asn

Gly

Tyr

Val
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35
Ala Arg Ile
50
Ser Val Lys
65
Ala Tyr Leu

Tyr Cys Val

Ala Tyr Trp
115
210> 177
211> 249
<212> PRT
213> AL
220>
223>
<400> 177
Glu Val Gln
1
Ser Leu Lys

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

Tyr Cys Val

Ala Tyr Trp
115
Gly Ser Gly
130
Thr Gln Glu
145
Thr Cys Gly

Arg Ser

Gly Arg

Gln Met
85

Arg His

100

Gly Gln

G4H¥JVH-VL-P

Leu Leu
5

Leu Ser

20

Trp Val

Arg Ser
Gly Arg
Gln Met
85

Arg His
100

Gly Gln
Gly Gly

Pro Ser

Ser Ser

Lys
Phe
70

Asn

Gly

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Gly

Leu

150
Thr

Tyr
55

Thr
Asn

Asn

Thr

Ser
Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135

Thr

Gly

40

Asn

Ile

Leu

Phe

Leu
120

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly

Val

Ala

Asn Tyr Ala

Ser
Lys
Gly

105
Val

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly
105
Val
Gly
Ser

Val

233

Arg
Thr
90

Asn

Thr

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr
Gly

Pro

Thr

Asp
75
Glu

Ser

Val

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Gly

Gly

155

Ser

Thr
60

Asp
Asp

Tyr

Ser

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140

Gly

Gly

45
Tyr

Ser

Thr

Leu

Ser
125

Gln

Phe

Leu

45

Tyr

Ser

Thr

Leu

Ser

125

Glu

Thr

Tyr

Lys

Ala

Ser
110

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly
Leu

Val

Tyr

Ala
Asn
Val

95
Tyr

Gly
15

Arg
Trp
Ala
Asn
Val
95

Tyr
Gly
Val

Thr

Pro

Asp
Thr
80

Tyr

Phe

Gly

Tyr

Val

Asp

Thr

80

Tyr

Phe

Gly

Val

Leu

160

Asn
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Trp Val

Thr Lys

Leu Gly
210

Glu Ala

225

Gly Gly

210>
211>
212>
213>
220>
223>
<400>
Gln Thr
1

Thr Val

Tyr Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

<210>
211>
212>
<213>
<220>
223>
<400>

165
Gln Gln Lys Pro Gly Gln Ala
180 185
Phe Leu Ala Pro Gly Thr Pro
195 200
Gly Lys Ala Ala Leu Thr Leu
215
Glu Tyr Tyr Cys Ala Leu Trp
230
Gly Thr Lys Leu Thr Val Leu
245
178
109
PRT
AT

A2JHIVL
178
Val Val Thr GIn Glu Pro Ser

Thr Leu Thr Cys Arg Ser Ser
20 25
Pro Asn Trp Val GIln Gln Lys
35 40
Gly Ala Thr Asp Met Arg Pro
55
Ser Leu Leu Gly Gly Lys Ala
70
Glu Asp Glu Ala Glu Tyr Tyr
85
Val Phe Gly Gly Gly Thr Lys
100 105
179
125
PRT
AT

A2JFVH
179

234

170
Pro Arg

Ala Arg

Ser Gly

Tyr Ser
235

Leu Thr
10
Thr Gly

Pro Gly

Ser Gly

Ala Leu
75

Cys Ala

90

Leu Thr

Gly
Phe
Val

220

Asn

Val
Ala
Gln
Thr
60

Thr

Leu

Val

Leu
Ser
205
Gln

Arg

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Ile
190
Gly

Pro

Trp

Pro
Thr
30

Pro
Ala

Ser

Tyr

175
Gly

Ser

Glu

Val

Gly
15

Ser
Arg
Arg

Gly

Ser
95

Gly

Leu

Asp

Phe
240

Gly

Gly

Gly

Phe

Val

80

Asn
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Glu Val
1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

<210>
211>
<212>
<213>
<220>
223>
<400>

Gln

Lys

Asn
35
Tle

Lys

Leu

Val

Trp

115
180
249
PRT
AT

Leu
Leu
20

Trp
Arg
Lys
Gln
Arg

100
Gly

Val

Ser

Val

Ser

Arg

Met

85

His

Gln

A2JFJVH-VL

180

Glu Val Gln Leu Val

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Lys
Asn
35

Ile
Lys
Leu

Val

Trp
115

Leu
20

Trp
Arg
Lys

Gln

Arg
100
Gly

5

Ser
Val
Ser
Arg
Met
85

His

Gln

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly

105
Val

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly

105
Val

235

Gly Leu
10
Gly Phe

Gly Lys

Tyr Ala

Arg Asp

75
Thr Glu
90

Asn Ser

Thr Val

Gly Leu
10
Gly Phe

Gly Lys

Tyr Ala

Arg Asp

75
Thr Glu
90

Asn Ser

Thr Val

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Gln

Phe

Leu

45

Tyr

Ser

Thr

Leu

Ser
125

Gln

Phe

Leu

45

Tyr

Ser

Thr

Leu

Ser
125

Pro
Asn
30

Glu
Tyr
Lys

Ala

Ser
110

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser

110
Gly

Gly
15
Val

Ala

Asn

Val
95
Trp

Gly
15
Val

Trp
Ala
Asn
Val
95

Trp

Gly

Gly
Tyr
Val
Asp
Thr
80

Tyr

Trp

Gly

Tyr

Val

Asp

Thr

80

Tyr

Trp

Gly
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Gly Ser
130

Thr Gln

145

Thr Cys

Trp Val

Thr Asp

Leu Gly
210

Glu Ala

225

Gly Gly

<210>
211>
<212>
<213>
<220>
<223>
<400>

Gly
Glu
Arg
Gln
Met
195
Gly
Glu
Gly
181

109
PRT

AL

Gly

Pro

Ser

Gln

180

Arg

Lys

Tyr

Thr

Gly

Ser

Ser

165

Lys

Pro

Ala

Tyr

Lys
245

A2JHIVL-P

181

Glu Leu Val Val Thr

1
Thr Val

Tyr Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

<210>
211>

Thr
Pro
35

Gly
Ser
Glu

Val

182
125

Leu
20

Asn
Ala
Leu

Asp

Phe
100

5
Thr

Trp

Thr

Leu

Glu

85
Gly

Gly
Leu
150
Thr
Pro
Ser
Ala
Cys

230
Leu

Gln
Cys
Val
Asp
Gly
70

Ala

Gly

Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Glu
Arg
Gln
Met
55

Gly

Glu

Gly

Gly

Val

Ala

Gln

Thr

200

Thr

Leu

Val

Pro
Ser
Gln
40

Arg
Lys

Tyr

Thr

Gly

Ser

Val

Ala

185

Pro

Leu

Trp

Leu

Ser
Ser
25

Lys
Pro
Ala

Tyr

Lys
105

236

Gly Gly

Pro Gly
155

Thr Ser

170

Pro Arg

Ala Arg

Ser Gly

Tyr Ser
235

Leu Thr
10
Thr Gly

Pro Gly

Ser Gly

Ala Leu
75

Cys Ala

90

Leu Thr

Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Val
Ala
Gln
Thr
60

Thr

Leu

Val

Gln
Thr
Tyr
Leu
Ser
205

Gln

Arg

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Thr
Val
Tyr
Ile
190
Gly

Pro

Trp

Pro
Thr
30

Pro
Ala

Ser

Tyr

Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly
15

Ser
Arg
Arg

Gly

Ser
95

Val
Leu
160
Asn
Ala
Leu

Asp

Phe
240

Gly

Gly

Gly

Phe

Val

80

Asn
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<212> PRT
213> AL
220>
<223>  A2J(¥VH-P
<400> 182
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Val Tyr
20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60
Ser Val Lys Lys Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Leu Ser Trp Trp
100 105 110
Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 183
211> 249
<212> PRT
213> AL
220>
<223>  A2JfVH-VL-P
<400> 183
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Val Tyr
20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60
Ser Val Lys Lys Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr

237
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.1l

135/175 1

Tyr Cys Val

Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu

225
Gly

Tyr
Ser
130
Gln
Cys
Val
Asp
Gly
210

Ala

Gly

210>
211>
212>
213>
220>
223>
<400>
Gln Thr Val Val

1
Thr

Tyr

Leu

Ser

65
Gln

Val
Tyr
Ile
50

Gly

Pro

Trp
115
Gly
Glu
Arg

Gln

Met
195
Gly

Glu
Gly
184

109
PRT

AL

Arg
100
Gly
Gly
Pro
Ser
Gln
180
Arg
Lys

Tyr

Thr

E1LAJVL

184

Thr
Pro
35

Gly

Ser

Glu

Leu
20

Asn
Gly

Leu

Asp

85
His

Gln

Gly

Ser

Ser

165

Lys

Pro

Ala

Tyr

Lys
245

Thr

Thr

Trp

Thr

Leu

Glu

Gly
Gly
Gly
Leu
150
Thr
Pro
Ser
Ala
Cys

230
Leu

Gln

Cys

Val

Lys

Gly

70
Ala

Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Glu
Gly
Gln
Phe
55

Gly

Glu

Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Pro
Ser
Gln
40

Leu

Lys

Tyr

Gly
105
Val
Gly
Ser
Val
Ala
185
Pro
Leu

Trp

Leu

Ser
Ser
25

Lys
Ala
Ala

Tyr

238

90

Asn Ser
Thr Val
Gly Gly
Pro Gly

155
Thr Ser

170
Pro Arg

Ala Arg

Ser Gly

Tyr Ser
235

Leu Thr
10
Thr Gly

Pro Gly

Pro Gly

Ala Leu

75
Cys Ala

Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Val
Ala
Gln
Thr
60

Thr

Leu

Leu
Ser
125
Glu
Thr
Tyr
Leu
Ser
205

Gln

Arg

Ser
Val
Ala
45

Pro

Leu

Trp

Ser
110
Gly
Leu
Val
Tyr
Ile
190
Gly

Pro

Trp

Pro
Thr
30

Pro
Ala

Ser

Tyr

95
Trp

Gly

Val

Thr

Pro

175

Gly

Ser

Glu

Val

Gly
15

Ser
Arg
Arg

Gly

Ser

Trp

Gly

Val

Leu

160

Asn

Ala

Leu

Asp

Phe
240

Gly

Gly

Gly

Phe

Val

80

Asn
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85 90 95
Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105
<210> 185
211> 125
<212> PRT
213> AL
220>
<223> E1LHJVH
<400> 185
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Lys Tyr
20 25 30
Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp
50 55 60
Ser Val Lys Ser Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Ala Tyr Leu Gln Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Val Arg His Gly Asn Phe Gly Asn Ser Tyr Thr Ser Tyr Tyr
100 105 110
Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 186
211> 249
<212> PRT
213> AL
220>
<223> EIL[JVH-VL
<400> 186
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Lys Tyr
20 25 30

Ala Met Asn Trp Val Arg Gln

35

Ala Pro Gly Lys Gly

40

239

Leu Glu Trp Val

45
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Ala Arg Ile

Ser
65
Ala

Tyr

Ala

Gly

Thr

145

Thr

Trp

Thr

Leu

Glu

225
Gly

50
Val

Tyr
Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

<210>
211>
212>
213>
220>
223>
<400>
Glu Leu Val Val Thr Gln Glu

1

Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
187

109
PRT

AL

E1LFJVL-P

187

Arg
Ser
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys

Tyr

Thr

Ser
Arg
Met
85

His
Gln
Gly
Ser
Ser
165
Lys
Ala
Ala

Tyr

Lys
245

5

Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Thr Val Thr Leu Thr Cys Gly

20

Tyr Tyr Pro Asn Trp Val Gln

35

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Pro

Ser

Gln
40

Asn Tyr

Ser Arg

Lys Thr
90

Gly Asn

105

Val Thr

Gly Gly
Ser Pro
Val Thr
170
Ala Pro
185
Pro Ala
Leu Ser

Trp Tyr

Leu

Ala
Asp
75

Glu
Ser
Val
Gly
Gly

155

Ser

Arg

Gly

Ser
235

Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Ser Leu Thr Val

10

Ser Thr Gly Ala

25

Lys Pro Gly Gln

240

Tyr
Ser
Thr
Thr
Ser
125
Gln
Thr
Tyr
Leu
Ser
205

Gln

Arg

Ser

Val

Ala
45

Tyr
Lys
Ala
Ser
110
Gly
Thr
Val
Tyr
Ile
190
Gly

Pro

Trp

Pro

Thr
30

Pro

Ala
Asn
Val
95

Tyr
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly
15

Ser

Arg

Asp
Thr
80

Tyr
Tyr
Gly
Val
Leu
160
Asn
Gly
Leu

Asp

Phe
240

Gly

Gly

Gly
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Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

210>
211>
212>
213>
220>
223>
<400>
Glu Val
1
Ser Leu

Ala Met

Ala Arg
50
Ser Val
65
Ala Tyr

Tyr Cys

Ala Tyr

<210>
211>
<212>
<213>
<220>
223>
<400>

Gly Gly Thr

Ser Leu Leu

Glu Asp Glu
85
Val Phe Gly
100
188
125
PRT
AT

E1LHIVH-P
188

Gln Leu Leu
5
Leu Ser
20

Trp

Lys
Asn Val
35
Tle

Arg Ser

Lys Ser Arg

Gln Met
85
His

Leu

Val Arg
100

Trp Gly Gln
115

189

249

PRT

AL

E1LAJVH-VL-P
189

Lys
Gly
70

Ala

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Phe
55

Gly
Glu

Gly

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Leu

Lys

Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Ala Pro Gly
Ala Ala Leu

75
Cys Ala
90

Leu

Tyr
Lys Thr
105

Gly Gly
10

Gly

Leu
Ser Phe
25
Pro

Gly Lys

Asn Tyr Ala

Ser Arg

75
Thr Glu
90

Asn

Lys

Gly
105
Val

Ser

Thr Val

Thr
60
Thr

Leu

Val

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Pro

Leu

Trp

Leu

Gln

Phe

Leu

45

Tyr

Ser

Thr

Thr

Ser
125

Ala

Ser

Tyr

Pro

Asn

30

Glu

Tyr

Lys

Ala

Ser
110

Arg Phe

Gly Val
80
Ser Asn

95

Gly
15
Lys

Gly

Tyr

Trp Val

Ala Asp

Thr
80
Tyr

Asn

Val
95

Tyr Tyr

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

241
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1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Gly Ser
130

Thr Gln

145

Thr Cys

Trp Val

Thr Lys

Leu Gly
210

Glu Ala

225

Gly Gly

<210>
211>
<212>
<213>
<220>
223>
<400>

Lys
Asn
35
Ile
Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
190

109
PRT

AL

Leu
20

Trp
Arg
Ser
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys

Tyr

Thr

E2MAJVL

190

Ser

Val

Ser

Arg

Met

85

His

Gln

Gly

Ser

Ser

165

Lys

Ala

Ala

Tyr

Lys
245

Cys
Arg
Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Ser
25

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

Trp

Leu

10
Gly Phe

Gly Lys

Tyr Ala

Arg Asp

75
Thr Glu
90

Asn Ser
Thr Val
Gly Gly
Pro Gly

155
Thr Ser

170
Pro Arg

Ala Arg

Ser Gly

Tyr Ser
235

Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Phe
Leu
45

Tyr
Ser
Thr
Thr
Ser
125
Glu
Thr
Tyr
Leu
Ser
205

Gln

Arg

Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly

Leu

Val

Tle
190
Gly

Pro

Trp

15
Lys

Trp

Ala

Asn

Val

95

Tyr

Gly

Val

Thr

Pro

175

Gly

Ser

Glu

Val

Tyr

Val

Asp

Thr

80

Tyr

Tyr

Gly

Val

Leu

160

Asn

Gly

Leu

Asp

Phe
240

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

242
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1
Thr Val

Tyr Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

<210>
211>
<212>
<213>
<220>
223>
<400>

Thr

Pro
35
Gly

Ser

Glu

Val

191

125
PRT

AL

Leu
20

Asn
Ala
Leu

Asp

Phe
100

E2Mf¥JVH

191

Glu Val Gln Leu

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys
Ala Tyr
210>

211>
<212>

Lys

Asn
35
Tle

Lys
Leu
Val
Trp
115
192

249
PRT

Leu
20

Trp
Arg
Glu

Gln

Arg
100
Gly

Thr

Trp

Thr

Leu

Glu

85
Gly

Val

Ser

Val

Ser

Arg

Met

85

His

Gln

Cys
Val
Asp
Gly
70

Ala

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Arg

Gly

Arg
Gln
Met
55

Gly

Glu

Gly

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Ser
Gln
40

Arg
Lys

Tyr

Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Ser
25

Lys
Pro
Ala

Tyr

Lys
105

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly

105
Val

243

10
Thr Gly

Pro Gly

Ser Gly

Ala Leu
75

Cys Ala

90

Leu Thr

Gly Leu
10
Gly Phe

Gly Lys

Tyr Ala

Arg Asp

75
Thr Glu
90

Asn Ser

Thr Val

Ala
Gln
Thr
60

Thr

Leu

Val

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Val
Ala
45

Pro
Leu

Trp

Leu

Gln

Phe

Leu

45

Tyr

Ser

Thr

Leu

Ser
125

Thr
30

Pro
Ala

Ser

Tyr

Pro

Asn

30

Glu

Tyr

Lys

Ala

Ser
110

15

Ser

Arg

Arg

Gly

Ser
95

Gly
15
Gly

Trp

Ala

Asn

Val

95
Trp

Gly

Gly

Phe

Val

80

Asn

Gly
Tyr
Val
Asp
Thr
80

Tyr

Phe
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<213>
<220>
223>
<400>

AL

E2Mf)VH-VL

192

Glu Val Gln Leu

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Gly Ser
130

Thr Gln

145

Thr Cys

Trp Val

Thr Asp

Leu Gly
210

Glu Ala

225

Gly Gly

<210>
211>
<212>

Lys
Asn
35
Ile
Lys
Leu
Val
Trp
115
Gly
Glu
Arg
Gln
Met
195
Gly
Glu
Gly
193

109
PRT

Leu
20

Trp
Arg
Glu
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Arg
Lys

Tyr

Thr

Val
5
Ser
Val
Ser
Arg
Met
85
His
Gln
Gly
Ser
Ser
165
Lys
Pro
Ala

Tyr

Lys
245

Glu
Cys
Arg
Lys
Phe
70

Asn
Arg
Gly
Gly
Leu
150
Thr
Pro
Ser
Ala
Cys

230
Leu

Ser
Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Ala

Thr

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Gly
Ser
25

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

Trp

Leu

244

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala

Ser

Tyr

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Gly

Gly

155

Ser

Arg

Arg

Gly

Ser
235

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Gln
Phe
Leu
45

Tyr
Ser
Thr
Leu
Ser
125
Gln
Thr
Tyr
Leu
Ser
205

Gln

Arg

Pro
Asn

30
Glu

Lys
Ala
Ser
110
Gly
Thr
Val
Tyr
Ile
190

Gly

Pro

Gly
15

Gly
Trp
Ala
Asn
Val
95

Trp
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly

Tyr

Val

Asp

Thr

80

Tyr

Phe

Gly

Val

Leu

160

Asn

Ala

Leu

Asp

Phe
240
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213>
<220>
223>
<400>
Glu Leu
1

Thr Val

Tyr Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

<210>
211>
212>
<213>
<220>
223>
<400>

AL

E2MfJVL-P

193
Val

Thr
Pro
35
Gly
Ser
Glu
Val
194

125
PRT

AL

E2Mf¥JVH-P

194

Val
Leu
20

Asn
Ala
Leu

Asp

Phe
100

Thr
5
Thr

Trp

Thr

Leu

Glu

85
Gly

Glu Val Gln Leu Leu

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Lys
Asn
35

Tle
Lys

Leu

Val

Leu
20

Trp
Arg
Glu

Gln

Arg
100

5

Ser

Val

Ser

Arg

Met

85
His

Gln
Cys
Val
Asp
Gly
70

Ala

Gly

Glu
Cys
Arg
Lys
Phe
70

Asn

Arg

Glu
Arg
Gln
Met
55

Gly

Glu

Gly

Ser
Ala
Gln
Tyr
55

Thr

Asn

Asn

Pro

Ser

Gln

40

Lys

Tyr

Thr

Gly
Ala
Ala
40

Asn
Tle

Leu

Phe

Ser
Ser
25

Lys
Pro
Ala

Tyr

Lys
105

Gly
Ser
25

Pro
Asn
Ser

Lys

Gly
105

245

Leu
10
Thr

Pro

Ser

Ala

Cys

90
Leu

Gly
10

Gly
Gly
Tyr

Arg

Thr
90

Asn

Thr
Gly
Gly
Gly
Leu
75

Ala

Thr

Leu
Phe
Lys
Ala
Asp
75

Glu

Ser

Val
Ala
Gln
Thr
60

Thr

Leu

Val

Val

Thr

Gly

Thr

60
Asp

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Gln
Phe
Leu
45

Tyr
Ser

Thr

Leu

Pro
Thr
30

Pro
Ala

Ser

Tyr

Pro
Asn

30
Glu

Lys

Ala

Ser
110

Gly
15

Ser
Arg
Arg

Gly

Ser
95

Gly
15
Gly

Trp

Ala

Asn

Val

95
Trp

Gly

Gly

Gly

Phe

Val

80

Asn

Gly
Tyr
Val
Asp
Thr
80

Tyr

Phe
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Ala Tyr Trp Gly Gln

<210>
211>
<212>
<213>
<220>
223>
<400>

115
195
249
PRT
AL

E2Mf¥JVH-VL-P

195

Glu Val Gln Leu Leu

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Gly Ser
130

Thr Gln

145

Thr Cys

Trp Val
Thr Asp
Leu Gly

210

Glu Ala
225

Lys
Asn
35

Ile
Lys
Leu
Val
Trp
115
Gly
Glu
Arg
Gln
Met
195

Gly

Glu

Leu
20

Trp
Arg
Glu
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Arg

Lys

Tyr

5

Ser

Val

Ser

Met
85

His
Gln
Gly
Ser
Ser
165
Lys
Pro

Ala

Tyr

Gly Thr Leu Val Thr Val Ser Ser

Glu

Cys

Arg

Lys

Phe

70

Asn

Arg

Gly

Gly

Leu

150

Thr

Pro

Ser

Ala

Cys
230

Ser
Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu

215
Ala

120

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200

Thr

Leu

Gly
Ser
25

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

Pro

Leu

246

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala

Ser

Tyr

Leu

Phe

Lys

Ala

75

Glu

Ser

Val

Gly

Gly

155

Ser

Arg

Gly

Ser
235

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

125

Gln
Phe
Leu
45

Tyr
Ser
Thr
Leu
Ser
125
Glu
Thr
Tyr
Leu
Ser
205

Gln

Arg

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly
Leu
Val
Tyr
Tle
190

Gly

Pro

Gly
15
Gly

Ala
Asn
Val
95

Trp
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly
Tyr
Val
Asp
Thr
80

Tyr
Phe
Gly
Val
Leu
160
Asn

Ala

Leu

Phe
240
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Gly Gly Gly Thr Lys Leu Thr Val Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Thr
1

Thr Val

Tyr Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

210>
211>
212>
213>
220>
223>
<400>
Glu Val
1

Ser Leu
Ala Met
Ala Arg

50
Ser Val

245
196

109

PRT

AL

F7OMVL
196
Val Val Thr
5
Thr Leu Thr
20
Pro Asn Trp
35
Gly Gly Thr

Ser Leu Leu

Glu Asp Glu
85
Val Phe Gly
100
197
125
PRT
AT

F7O/VH
197
Gln Leu Val
5
Lys Leu Ser
20
Asn Trp Val
35
Ile Arg Ser

Lys Lys Arg

Gln
Cys
Val
Lys
Gly
70

Ala

Gly

Glu

Cys

Arg

Lys

Phe

Glu
Gly
Gln
Phe
55

Gly

Glu

Gly

Ser

Ala

Gln

Tyr

55
Thr

Pro
Ser
Gln
40

Leu

Lys

Thr

Gly
Ala
Ala
40

Asn

Ile

Ser
Ser
25

Lys
Ala
Ala

Tyr

Lys
105

Gly
Ser
25

Pro
Asn

Ser

247

Leu
10

Thr
Pro
Pro
Ala
Cys

90
Leu

Gly
10

Gly
Gly

Tyr

Thr
Gly
Gly
Gly
Leu
75

Ala

Thr

Leu

Phe

Lys

Ala

Val
Ala
Gln
Thr
60

Thr

Leu

Val

Val

Thr

Gly

Thr

60
Asp

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Gln
Phe
Leu
45

Tyr

Ser

Pro
Thr
30

Pro

Ala

Ser

Pro
Asn
30

Glu

Tyr

Lys

Gly
15

Ser
Arg
Arg

Gly

Ser
95

Gly
15
Val

Ala

Asn

Gly

Gly

Gly

Phe

Val

80

Asn

Gly

Tyr

Val

Asp

Thr
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65

Ala Tyr Leu Gln Met

85

Tyr Cys Val Arg His

100

Ala Tyr Trp Gly Gln

<210>
211>
<212>
<213>
<220>
223>
<400>

115
198
249
PRT
AL

F70/VH-VL

198

Glu Val Gln Leu Val

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Gly Ser
130

Thr Gln

145

Thr Cys

Trp Val

Thr Lys

Lys
Asn
35

Tle
Lys
Leu
Val
Trp
115
Gly
Glu
Gly

Gln

Phe

Leu
20

Trp
Arg
Lys
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln

180
Leu

5

Ser
Val
Ser
Arg
Met
85

His
Gln
Gly
Ser
Ser
165

Lys

Ala

70
Asn Asn Leu

Gly Asn Phe

Gly Thr Leu
120

Glu Ser Gly

Cys Ala Ala

Arg Gln Ala
40
Lys Tyr Asn
55
Phe Thr Ile
70
Asn Asn Leu

Gly Asn Phe

Gly Thr Leu
120
Gly Ser Gly
135
Leu Thr Val
150
Thr Gly Ala

Pro Gly Gln

Pro Gly Thr

Lys
Gly

105
Val

Gly
Ser
25

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

Pro

248

75

80

Thr Glu Asp Thr Ala Val Tyr

90

95

Asn Ser Tyr Ile Ser Trp Trp

Thr Val Ser Ser

Gly
10

Gly
Gly
Tyr

Arg

Thr
90

Asn
Thr
Gly
Pro
Thr
170

Pro

Ala

Leu
Phe
Lys
Ala
Asp
75

Glu
Ser
Val
Gly
Gly
155

Ser

Arg

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly

Gly

Phe

125

Gln
Phe
Leu
45

Tyr
Ser
Thr
Tle
Ser
125

Gln

Thr

Leu

Ser

110

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly

Thr

Val

Ile
190
Gly

Gly
15

Val
Trp
Ala
Asn
Val
95

Trp
Gly
Val
Thr
Pro
175

Gly

Ser

Gly
Tyr
Val
Asp
Thr
80

Tyr
Trp
Gly
Val
Leu
160
Asn

Gly

Leu
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195

Leu Gly Gly Lys Ala

210

Glu Ala Glu Tyr Tyr

225

Gly Gly Gly Thr Lys

<210>
211>
<212>
<213>
<220>
<223>
<400>

199
109
PRT
AL

F70JVL-P

199

245

Glu Leu Val Val Thr

1
Thr Val

Tyr Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

<210>
211>
<212>
<213>
<220>
223>
<400>

Thr

Pro
35
Gly

Ser

Glu

Val

200

125
PRT

AL

F70[JVH-P

200

Leu
20

Asn

Gly

Leu

Asp

Phe
100

5
Thr

Trp

Thr

Leu

Glu

85
Gly

Ala
Cys

230
Leu

Gln
Cys
Val
Lys
Gly
70

Ala

Gly

Leu
215
Ala

Thr

Glu
Gly
Gln
Phe
55

Gly

Glu

Gly

200
Thr

Leu

Val

Pro

Ser

Gln

40

Leu

Lys

Tyr

Thr

205

Leu Ser Gly Val Gln Pro Glu Asp

220

Trp Tyr Ser Asn Arg Trp Val Phe

235
Leu

Ser Leu Thr
10

Ser Thr Gly

25

Lys Pro Gly

Ala Pro Gly

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

Val

Ala

Gln

Thr

60

Thr

Leu

Val

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Pro
Thr
30

Pro
Ala

Ser

Tyr

Gly
15

Ser
Arg
Arg

Gly

Ser
95

240

Gly

Gly

Gly

Phe

Val

80

Asn

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

1

5

10

15

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Val Tyr

20

25

249

30
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Ala Met Asn

Ala
Ser
65

Ala

Tyr

Ala

Arg
50

Val
Tyr

Cys

Tyr

<210>
211>
212>
213>
220>
223>
<400>
Glu Val GIn Leu Leu

1

Ser

Ala

Ala

Ser

65

Ala

Tyr

Ala

Gly

Thr
145

Leu
Met
Arg
50

Val
Tyr
Cys
Tyr
Ser

130
Gln

35
Ile

Lys

Leu

Val

Trp

115
201
249
PRT
AT

Trp

Arg

Lys

Gln

Arg

100
Gly

Val
Ser
Arg
Met
85

His

Gln

F70ffJVH-VL-P

201

Lys
Asn
35

Tle
Lys
Leu
Val
Trp
115

Gly

Glu

Leu
20

Trp
Arg
Lys
Gln
Arg
100
Gly

Gly

Pro

5

Ser

Val

Ser

Arg

Met

85

His

Gln

Gly

Ser

Arg
Lys
Phe
70

Asn

Gly

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Gly

Leu
150

Gln
Tyr
55

Thr
Asn

Asn

Thr

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Ser

135
Thr

Ala
40

Asn
Tle
Leu

Phe

Leu
120

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120

Gly

Val

Pro Gly Lys

Asn

Ser

Lys

Gly

105
Val

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly
105
Val

Gly

Ser

250

Tyr
Arg
Thr
90

Asn

Thr

Gly
10

Gly
Gly
Tyr
Arg
Thr
90

Asn
Thr

Gly

Pro

Ala
Asp
75

Glu

Ser

Val

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Gly

Gly
155

Gly
Thr
60

Asp
Asp

Tyr

Ser

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser

140
Gly

Leu
45

Tyr
Ser
Thr

Ile

Ser
125

Gln
Phe
Leu
45

Tyr
Ser
Thr
Tle
Ser
125

Glu

Thr

Glu

Tyr

Lys

Ala

Ser
110

Pro
Asn

30
Glu

Lys
Ala
Ser
110
Gly

Leu

Val

Trp

Ala

Asn

Val

95
Trp

Gly
15

Val
Trp
Ala
Asn
Val
95

Trp
Gly

Val

Thr

Val
Asp
Thr
80

Tyr

Trp

Gly

Tyr

Val

Asp

Thr

80

Tyr

Trp

Gly

Val

Leu
160
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Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Tyr Tyr Pro Asn
165 170 175
Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly
180 185 190
Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu
195 200 205
Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp
210 215 220
Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn Arg Trp Val Phe
225 230 235 240
Gly Gly Gly Thr Lys Leu Thr Val Leu
245
<210> 202
211> 109
<212> PRT
213> AL
<220>
<223>  F12QfIVL
<400> 202
Gln Thr Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
1 5 10 15
Thr Val Thr Leu Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser Gly
20 25 30
Asn Tyr Pro Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly
35 40 45
Leu Ile Gly Gly Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe
50 55 60
Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val
65 70 75 80
Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn
85 90 95
Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105
<210> 203
211> 125
<212> PRT
213> AL
220>
<223>  F12QVH

251
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<400>
Glu Val
1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

<210>
211>
<212>
<213>
<220>
223>
<400>

203
Gln

Lys

Asn
35
Tle

Lys

Leu

Val

Trp

115
204
249
PRT
AT

Leu Val
5

Leu Ser

20

Trp Val

Arg Ser

Gly Arg

Gln Met
85

Arg His

100

Gly Gln

F12QF VH-VL

204

Glu Val Gln Leu Val

1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

Lys
Asn
35

Ile
Lys
Leu

Val

Trp

5
Leu Ser
20
Trp Val

Arg Ser

Gly Arg

Gln Met
85

Arg His

100

Gly Gln

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Ser

Ala

Gln

95

Thr

Asn

Asn

Thr

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly

105
Val

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly
105

Val

252

Gly Leu
10
Gly Phe

Gly Lys

Tyr Ala

Arg Asp

75
Thr Glu
90

Asn Ser

Thr Val

Gly Leu
10
Gly Phe

Gly Lys
Tyr Ala

75
Thr Glu
90

Asn Ser

Thr Val

Val

Thr

Gly

Thr

60
Asp

Tyr

Ser

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Gln

Phe

Leu

45

Tyr

Ser

Thr

Val

Ser
125

Gln

Phe

Leu

45

Tyr

Ser

Thr

Val

Ser

Pro
Asn

30
Glu

Lys

Ala

Ser
110

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser

110
Gly

Gly
15

Ser

Ala

Asn

Val
95
Trp

Gly
15

Ser

Ala
Asn
Val
95

Trp

Gly

Gly
Tyr
Val
Asp
Thr
80

Tyr

Trp

Gly

Tyr

Val

Asp

Thr

80

Tyr

Trp

Gly
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Gly

Thr
145
Thr

Trp

Thr

Leu

Glu

225
Gly

Ser
130
Gln

Cys
Val
Lys
Gly
210

Ala

Gly

<210>
211>
212>
213>
220>
223>
<400>
Glu Leu Val Val Thr

1

115
Gly

Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
205

109
PRT

AL

Gly Gly
Pro Ser
Ser Ser
165
Gln Lys
180
Leu Ala
Lys Ala

Tyr Tyr

Thr Lys
245

F12QfJVL-P

205

Thr Val Thr

Asn Tyr Pro

35

Leu Ile Gly

50

Ser Gly Ser

65

Gln Pro Glu

Arg Trp Val

<210> 206

5
Leu Thr
20
Asn Trp

Gly Thr

Leu Leu

Asp Glu

85
Phe Gly
100

Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Gln
Cys
Val
Lys
Gly
70

Ala

Gly

Ser
135
Thr
Gly
Gly
Gly
Leu
215

Val

Thr

Glu
Gly
Gln
Phe
55

Gly

Glu

Gly

120
Gly

Val

Ala

Gln

Thr

200

Thr

Leu

Val

Pro
Ser
Gln
40

Leu
Lys

Tyr

Thr

Gly

Ser

Val

Ala

185

Pro

Leu

Trp

Leu

Ser
Ser
25

Lys
Ala
Ala
Tyr
Lys

105

253

Gly Gly

Pro Gly
155

Thr Ser

170

Pro Arg

Ala Arg

Ser Gly

Tyr Ser
235

Leu Thr
10
Thr Gly

Pro Gly

Pro Gly

Ala Leu
75

Cys Val

90

Leu Thr

Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Val
Ala
Gln
Thr
60

Thr

Leu

Val

125
Gln

Thr
Asn
Leu
Ser
205

Gln

Arg

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Thr
Val
Tyr
Ile
190
Gly

Pro

Trp

Pro
Thr
30

Pro
Ala

Ser

Tyr

Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly
15

Ser
Arg
Arg

Gly

Ser
95

Val
Leu
160
Asn
Gly
Leu

Asp

Phe
240

Gly

Gly

Gly

Phe

Val

80

Asn
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211> 125
<212> PRT
Q13> AL
<220>

<223> F12QMVH-

<400> 206

Glu Val GIn Leu

1

Ser Leu Lys Leu

20

Ala Met Asn Trp
35

Ala Arg Ile Arg

50

Ser Val Lys Gly

65

Ala Tyr Leu Gln

Tyr Cys Val Arg
100
Ala Tyr Trp Gly
115
<210> 207
211> 249
<212> PRT
213> AL
220>

P
Leu
5
Ser
Val
Ser
Arg
Met
85
His

Gln

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

<223> F12QHJVH-VL-P

<400> 207

Glu Val Gln Leu Leu Glu

1

5

Ser Leu Lys Leu Ser Cys

20

Ala Met Asn Trp Val Arg

35

Ala Arg Ile Arg Ser Lys

50

Ser Val Lys Gly Arg Phe

65

70

Ser

Ala

Gln

Tyr

95

Thr

Asn

Asn

Thr

Ser

Ala

Gln

Tyr

55
Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Gly
Ala
Ala
40

Asn

Ile

Gly
Ser
25

Pro
Asn
Ser
Lys
Gly

105
Val

Gly
Ser
25

Pro

Asn

Ser

254

Gly
10

Gly
Gly

Tyr

Thr
90

Asn

Thr

Gly
10

Gly
Gly

Tyr

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Leu

Phe

Lys

Ala

Asp
75

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Val

Thr

Gly

Thr

60
Asp

Gln

Phe

Leu

45

Tyr

Ser

Thr

Val

Ser
125

Gln
Phe
Leu
45

Tyr

Ser

Pro

Asn

30

Glu

Tyr

Lys

Ala

Ser
110

Pro
Asn
30

Glu

Tyr

Lys

Gly
15

Ser

Ala
Asn
Val

95
Trp

Gly
15

Ser
Trp

Ala

Asn

Gly
Tyr
Val
Asp
Thr
80

Tyr

Trp

Gly

Tyr

Val

Asp

Thr
80
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Ala

Tyr

Ala

Gly

Thr

145

Thr

Trp

Thr

Leu

Glu

225
Gly

Tyr
Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

210>
211>
212>
213>
220>
223>
<400>
Gln Thr Val

1

Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
208

109
PRT

AL

Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys

Tyr

Thr

T12CHIVL

208

Thr Val Thr

Asn Tyr Pro

35

Leu Ile Gly

50

Ser Gly Ser

65

Val
Leu
20

Asn

Gly

Leu

Met
85

His
Gln
Gly
Ser
Ser
165
Lys
Ala
Ala

Tyr

Lys
245

Thr

Thr

Trp

Thr

Leu

Asn

Gly

Gly

Gly

Leu

150

Thr

Pro

Pro

Ala

Cys

230
Leu

Gln

Cys

Val

Lys

Gly
70

Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Val

Thr

Glu

Gly

Gln

Phe

55
Gly

Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Pro
Ser
Gln
40

Leu

Lys

Lys
Gly
105
Val
Gly
Ser
Val
Ala
185
Pro
Leu

Trp

Leu

Ser
Ser
25

Lys

Ala

Ala

255

Thr Glu
90

Asn Ser
Thr Val
Gly Gly
Pro Gly
155
Thr Ser
170
Pro Arg
Ala Arg

Ser Gly

Tyr Ser
235

Leu Thr
10

Thr Gly
Pro Gly

Pro Gly

Ala Leu
75

Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Val

Ala

Gln

Thr

60
Thr

Thr
Val
Ser
125
Glu
Thr
Asn
Leu
Ser
205

Gln

Arg

Ser
Val
Ala
45

Pro

Leu

Ala
Ser
110
Gly
Leu
Val
Tyr
Ile
190
Gly

Pro

Trp

Pro

Thr
30

Pro

Ala

Ser

Val
95

Trp
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly
15

Ser
Arg

Arg

Gly

Tyr

Trp

Gly

Val

Leu

160

Asn

Gly

Leu

Asp

Phe
240

Gly

Gly

Gly

Phe

Val
80
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Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn

210>
211>
212>
213>
220>
223>
<400>
Glu Val
1

Ser Leu

Ala Met

Ala Arg
50

Ser Val

65

Ala Tyr

Tyr Cys

Ala Tyr

<210>
211>
<212>
<213>
<220>
<223>

Leu

Phe

Lys

Ala

Asp

75

Glu

Ser

Val

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

Gln

Phe

Leu

45

Tyr

Ser

Thr

Ile

Ser
125

o5l %
85 90
Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105
209
125
PRT
AT
T2CHVH
209
Gln Leu Val Glu Ser Gly Gly Gly
5 10
Lys Leu Ser Cys Ala Ala Ser Gly
20 25
Asn Trp Val Arg Gln Ala Pro Gly
35 40
Ile Arg Ser Lys Tyr Asn Asn Tyr
55
Lys Asp Arg Phe Thr Ile Ser Arg
70
Leu Gln Met Asn Asn Leu Lys Thr
85 90
Val Arg His Gly Asn Phe Gly Asn
100 105
Trp Gly Gln Gly Thr Leu Val Thr
115 120
210
249
PRT
AT
12CHJVH-VL
210

<400>

Glu Val Gln Leu Val Glu Ser Gly

1

5

Ser Leu Lys Leu Ser Cys Ala Ala

20

Ala Met Asn Trp Val Arg Gln Ala

Gly Gly Leu Val Gln

10

Ser Gly Phe Thr Phe

25

Pro

Asn

30

Glu

Tyr

Lys

Ala

Ser
110

Pro

Asn

30

95

Gly
15
Lys

Trp

Ala

Asn

Val
95
Tyr

Gly
15
Lys

Gly
Tyr
Val
Asp
Thr
80

Tyr

Trp

Gly

Tyr

Pro Gly Lys Gly Leu Glu Trp Val

256
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Ala
Ser
65

Ala
Tyr
Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu

225
Gly

Arg
50

Val
Tyr
Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

<210>
211>
<212>
<213>
<220>

223>

<400>
Glu Leu Val Val

1

35
Ile

Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly
211

109
PRT

AL

211

Arg
Asp
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys

Tyr

Thr

12CHJVL-P

Thr Val Thr Leu

20

Asn Tyr Pro Asn

Ser
Arg
Met
85

His
Gln
Gly
Ser
Ser
165
Lys
Ala
Ala

Tyr

Lys
245

Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Val

Thr

40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Thr Gln Glu Pro

5

Thr Cys Gly Ser

Asn Tyr

Ser Arg

Lys Thr
90

Gly Asn

105

Val Thr

Gly Gly
Ser Pro
Val Thr
170
Ala Pro
185
Pro Ala
Leu Ser

Trp Tyr

Leu

Ala
Asp
75

Glu
Ser
Val
Gly
Gly
155
Ser
Arg
Arg

Gly

Ser
235

Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

45
Tyr

Ser
Thr
Tle
Ser
125
Gln
Thr
Asn
Leu
Ser
205

Gln

Arg

Ser Leu Thr Val Ser

10

Ser Thr Gly Ala Val

25

Lys
Ala
Ser
110
Gly
Thr
Val
Tyr
Tle
190

Gly

Pro

Pro

Thr
30

Trp Val Gln Gln Lys Pro Gly Gln Ala Pro

257

Ala
Asn
Val
95

Tyr
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly
15

Ser

Arg

Asp
Thr
80

Tyr
Trp
Gly
Val
Leu
160
Asn
Gly
Leu

Asp

Phe
240

Gly

Gly

Gly
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Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

210>
211>
212>
213>
220>
223>
<400>
Glu Val
1

Ser Leu

Ala Met
Ala
50
Ser Val
65
Ala Tyr

Tyr Cys

Ala Tyr

<210>
211>
<212>
<213>
<220>
223>
<400>

35
Gly Gly Thr

Ser Leu Leu

Glu Asp Glu
85
Val Phe Gly
100
212
125
PRT
AT

12CHIVH-P

212

Gln Leu Leu
5

Leu Ser

20
Trp

Lys
Asn Val
35
Tle

Arg Ser

Lys Asp Arg

Gln Met
85
His

Leu

Val Arg
100

Trp Gly Gln
115

213

249

PRT

AL

12CHJVH-VL-P
213

Lys
Gly
70

Ala

Gly

Glu

Cys

Arg

Lys

Phe

70

Asn

Gly

Gly

Phe
55

Gly
Glu

Gly

Ser

Ala

Gln

95

Thr

Asn

Asn

Thr

40
Leu

Lys

Tyr

Thr

Gly

Ala

Ala

40

Asn

Ile

Leu

Phe

Leu
120

Ala Pro Gly

Ala Ala Leu
75
Cys Val
90

Leu

Tyr
Lys Thr
105

Gly Gly
10

Gly

Leu
Ser Phe
25
Pro

Gly Lys

Asn Tyr Ala
Asp
75

Glu

Ser Arg

Thr
90

Asn

Lys

Gly
105
Val

Ser

Thr Val

258

Thr
60
Thr

Leu

Val

Val

Thr

Gly

Thr

60

Asp

Asp

Tyr

Ser

45

Pro

Leu

Trp

Leu

Gln

Phe

Leu

45

Tyr

Ser

Thr

Ile

Ser
125

Ala

Ser

Tyr

Pro
Asn

30
Glu

Lys

Ala

Ser
110

Arg Phe

Gly Val
80
Ser Asn

95

Gly
15
Lys

Gly

Tyr

Trp Val

Ala Asp

Thr
80
Tyr

Asn

Val
95

Tyr Trp
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Glu
1

Ser
Ala
Ala
Ser
65

Ala
Tyr
Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu

225
Gly

Val
Leu
Met
Arg
50

Val
Tyr
Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

<210>
211>
212>
<213>
<220>
223>
<400>

Gln
Lys
Asn
35

Ile
Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly

214

1587
DNA

AL

Leu
Leu
20

Trp
Arg
Asp
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys

Tyr

Thr

Leu

Ser

Val

Ser

Arg

Met

85

His

Gln

Gly

Ser

Ser

165

Lys

Ala

Ala

Tyr

Lys
245

Glu
Cys
Arg
Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

SA21-CD33 E11 HL

214

Ser
Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Val

Thr

Gly
Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Gly
Ser
25

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

Trp

Leu

Gly Leu
10
Gly Phe

Gly Lys

Tyr Ala

Arg Asp

75
Thr Glu
90

Asn Ser
Thr Val
Gly Gly
Pro Gly

155
Thr Ser

170
Pro Arg

Ala Arg

Ser Gly

Tyr Ser
235

x 12C HL (His#tpZ%)

259

Val
Thr
Gly
Thr
60

Asp
Asp
Tyr
Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Gln
Phe
Leu
45

Tyr
Ser
Thr
Tle
Ser
125
Glu
Thr
Asn
Leu
Ser
205

Gln

Arg

Pro
Asn
30

Glu
Tyr
Lys
Ala
Ser
110
Gly
Leu
Val
Tyr
Tle
190

Gly

Pro

Gly
15

Lys
Trp
Ala
Asn
Val
95

Tyr
Gly
Val
Thr
Pro
175
Gly
Ser

Glu

Val

Gly

Tyr

Val

Asp

Thr

80

Tyr

Trp

Gly

Val

Leu

160

Asn

Gly

Leu

Asp

Phe
240



Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp Glu

1

5

10

15

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

20

25

30

Gly Glu Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr

260

CN 111888474 A Fo5l & 157/175
cgcctgattg aagatatttg cctgecgege tggggetgee tgtgggaaga tgatcaggtg 60
cagctggtge agtctggage tgaggtgaag aagcctggag agtcagtcaa ggtcteccectge 120
aaggctagcg ggtatacctt cacaaactat ggaatgaact gggtgaagca ggctccagga 180
cagggtttag agtggatggg ctggataaac acctacactg gagagccaac ctatgctgat 240
aagttccagg gacgcgttac catgactacg gatacctcta ccagcactgce ctatatggaa 300
atccgcaacc tcggaggtga tgacacggcet gtatattact gtgegegetg gagttggagt 360
gatggttact acgtttactt tgactactgg ggccaaggca cttcggtcac cgtctectcea 420
ggtggtggtg gttetggegg cggeggetee ggtggtggtg gttetgacat cgtgatgaca 480
cagtctccag actccctgac tgtgtctctg ggecgagagga ccaccatcaa ctgcaagtcce 540
agccagagtg ttttagacag ctccacgaat aagaactcct tagcttggta ccagcagaaa 600
ccaggacagc ctcctaaatt actcctttce tgggcatcta cgcecgggaatc cgggatccect 660
gaccgattca gtggcagecgg gtctgggaca gatttcactc tcactattga cagcccgcecag 720
cctgaagatt ctgcaactta ctattgtcaa cagtctgccc acttccecgat cacctttgge 780
caagggacac gactggagat taaatccgga ggtggtggcet ccgaggtgea getggtcegag 840
tctggaggag gattggtgca gcctggaggg tcattgaaac tctcatgtge agcctctgga 900
ttcaccttca ataagtacgc catgaactgg gtccgccagg ctccaggaaa gggtttggaa 960
tgggttgete gcataagaag taaatataat aattatgcaa catattatge cgattcagtg 1020
aaagacaggt tcaccatctc cagagatgat tcaaaaaaca ctgcctatct acaaatgaac 1080
aacttgaaaa ctgaggacac tgccgtgtac tactgtgtga gacatgggaa cttcggtaat 1140
agctacatat cctactggge ttactgggge caagggactc tggtcaccgt ctcctcaggt 1200
ggtggtggtt ctggeggegg cggeteeggt ggtggtggtt ctcagactgt tgtgactcag 1260
gaaccttcac tcaccgtatc acctggtgga acagtcacac tcacttgtgg ctcctecgact 1320
ggggectgtta catctggcaa ctacccaaac tgggtccaac aaaaaccagg tcaggcaccce 1380
cgtggtctaa taggtgggac taagttcctc gecceceggta ctectgecag attctcagge 1440
tccetgettg gaggcaagge tgceccctcacce ctctcagggg tacagccaga ggatgaggcea 1500
gaatattact gtgttctatg gtacagcaac cgctgggtgt tcggtggagg aaccaaactg 1560
actgtcctac atcaccatca ccatcac 1587
210> 215
211> 529
212> PRT
213> AL
220>
223> SA21-CD33 E11 HL x I2C HL H6
<400> 215
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Asn
Trp
65

Lys
Ala
Tyr
Tyr
Ser
145
Gln
Asn
Ser
Leu
Gly
225
Pro
Ile
Gly
Gly
Lys
305

Trp

Ala

Tyr
50

Met
Phe
Tyr
Cys
Trp
130
Gly
Ser
Cys
Leu
Ser
210
Ser
Glu
Thr
Ser
Gly
290
Tyr

Val

Asp

35
Gly

Gly
Gln
Met
Ala
115
Gly
Gly
Pro
Lys
Ala
195
Trp
Gly
Asp
Phe
Glu
275
Ser
Ala

Ala

Ser

Met
Trp
Gly
Glu
100
Arg
Gln
Gly
Asp
Ser
180
Trp
Ala
Ser
Ser
Gly
260
Val
Leu
Met

Arg

Val
340

Asn
Tle
Arg
85

Tle
Trp
Gly
Gly
Ser
165
Ser
Tyr
Ser
Gly
Ala
245
Gln
Gln
Lys
Asn
Tle

325
Lys

Trp
Asn
70

Val
Arg
Ser
Thr
Ser
150
Leu
Gln
Gln
Thr
Thr
230
Thr
Gly
Leu
Leu
Trp
310

Arg

Asp

Val
55

Thr
Thr
Asn
Trp
Ser
135
Gly
Thr
Ser
Gln
Arg
215
Asp
Tyr
Thr
Val
Ser
295
Val

Ser

Arg

40
Lys

Tyr
Met
Leu
Ser
120
Val
Gly
Val
Val
Lys
200
Glu
Phe
Tyr
Arg
Glu
280
Cys
Arg

Lys

Phe

Gln Ala Pro

Thr
Thr
Gly
105
Asp
Thr
Gly
Ser
Leu
185
Pro
Ser
Thr
Cys
Leu
265
Ser
Ala
Gln

Tyr

Thr
345

261

Gly
Thr
90

Gly
Gly
Val
Gly
Leu
170
Asp
Gly
Gly
Leu
Gln
250
Glu
Gly
Ala
Ala
Asn

330
Ile

Glu
75

Asp
Asp
Tyr
Ser
Ser
155
Gly
Ser
Gln
Tle
Thr
235
Gln
Tle
Gly
Ser
Pro
315

Asn

Ser

Gly
60

Pro
Thr
Asp
Tyr
Ser
140
Asp
Glu
Ser
Pro
Pro
220
Ile
Ser
Lys
Gly
Gly
300
Gly

Tyr

Arg

45
Gln

Thr
Ser
Thr
Val
125
Gly
Tle
Arg
Thr
Pro
205
Asp
Asp
Ala
Ser
Leu
285
Phe
Lys

Ala

Asp

Gly
Tyr
Thr
Ala
110
Tyr
Gly
Val
Thr
Asn
190
Lys
Arg
Ser
His
Gly
270
Val
Thr
Gly

Thr

Asp
350

Leu
Ala
Ser
95

Val
Phe
Gly
Met
Thr
175
Lys
Leu
Phe
Pro
Phe
255
Gly
Gln
Phe
Leu
Tyr

335

Ser

Glu
Asp
80

Thr
Tyr
Asp
Gly
Thr
160
Tle
Asn
Leu
Ser
Gln
240
Pro
Gly
Pro
Asn
Glu
320

Tyr

Lys
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Asn Thr Ala
355
Tyr

Val Tyr

370
Trp

Tyr Ala

385
Gly

Gly Gly

Val Val Thr

Thr Thr
435

Trp

Leu

Asn
450
Gly

Pro
Gly Thr
465
Ser

Leu Leu

Glu Asp Glu

Val Phe Gly
515
His

210>
211>
212>
213>
220>
223>
<400> 216

gaggacatct

216
1575
DNA
AL

tctggagcectg
tataccttca
tggatgggct
cgcgttacca
ggaggtgatg
gtttactttg
tctggeggeg
tcecetgactg

Tyr Leu

Cys Val

Tyr Trp

Gln

Arg

Gly

Asn
360
Gly

Met

His
375

Gln Gly

390

Gly
405
Glu

Ser

Gln
420
Cys Gly

Val Gln

Lys Phe

Gly

Pro

Ser

Gln

Leu

Gly Gly

Ser Leu

Thr
440

Pro

Ser

Lys
455

Ala Pro

470

Gly Gly
485
Ala Glu
500

Gly Gly

gcectgeccag
aggtgaagaa
caaactatgg
ggataaacac
tgactacgga
acacggctgt
actactgggg

gcggetecegg
tgtctctggg

Lys

Tyr

Thr

Ala Ala

Tyr Cys

Leu
520

Lys

atggggctge
gcctggagag
aatgaactgg
ctacactgga
tacctctacc
atattactgt
ccaaggcact
tggtggtggt
cgagaggacc

Asn Leu Lys

Asn Phe Gly

Thr Val
395
Gly

Leu

Gly
410
Val

Ser

Thr
425
Gly

Ser

Ala Val

Gly Gln Ala

Gly Thr Pro
475
Thr Leu
490

Leu

Leu

Val
505
Thr

Trp

Val Leu

SA25-CD33 E11 HL x 12C HL, EAHiskres

ctgtgggagg
tcagtcaagg
gtgaagcagg
gagccaacct
agcactgcect
gegegetgga
tcggtcaccg
tctgacatcg

accatcaact

262

Thr Glu
365

Ser

Asp
Asn Tyr
380
Thr

Val Ser

Gly Gly Ser

Gly Gly
430
Gly

Pro
Thr Ser
445
Pro Arg
460

Ala

Gly

Arg Phe

Ser Gly Val
Asn
510

His

Tyr Ser

His His
525

accaggtgca
tctcectgcaa
ctccaggaca
atgctgataa
atatggaaat
gttggagtga
tctcectcagg
tgatgacaca

gcaagtccag

Thr Ala

Ile Ser
Gly
400
Thr

Ser

Gln
415
Thr Val

Asn Tyr

Leu Ile

Gly
480

Pro

Ser

Gln
495
Arg Trp

His His

gctggtgceag
ggctageggg

gggtttagag
gttccaggga

ccgcaaccte
tggttactac
tggtggtggt
gtctccagac

ccagagtgtt

60
120
180
240
300
360
420
480
540
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ttagacagct ccacgaataa gaactcctta gcttggtacc agcagaaacc aggacagcect 600
cctaaattac tcctttcctg ggcatctacg cgggaatccg ggatccctga ccgattcagt 660
ggcagegggt ctgggacaga tttcactctc actattgaca gcccgcecagee tgaagattct 720
gcaacttact attgtcaaca gtctgcccac ttcccgatca cctttggeca agggacacga 780
ctggagatta aatccggagg tggtggctcc gaggtgcage tggtcgagtc tggaggagga 840
ttggtgcage ctggagggtc attgaaactc tcatgtgcag cctctggatt caccttcaat 900
aagtacgcca tgaactgggt ccgccagget ccaggaaagg gtttggaatg ggttgetcege 960
ataagaagta aatataataa ttatgcaaca tattatgccg attcagtgaa agacaggttc 1020
accatctcca gagatgattc aaaaaacact gcctatctac aaatgaacaa cttgaaaact — 1080
gaggacactg ccgtgtacta ctgtgtgaga catgggaact tcggtaatag ctacatatcc 1140
tactgggett actggggeca agggactctg gtcaccgtcet cctcaggtgg tggtggttet 1200
ggcggeggeg geteeggtgg tggtggttet cagactgttg tgactcagga accttcacte 1260
accgtatcac ctggtggaac agtcacactc acttgtgget cctcgactgg ggetgttaca 1320
tctggecaact acccaaactg ggtccaacaa aaaccaggtc aggcaccccg tggtctaata 1380
ggtgggacta agttcctcge cccecggtact cctgecagat tctcaggete cctgettgga 1440
ggcaaggctg ccctcaccct ctcaggggta cagccagagg atgaggcaga atattactgt 1500
gttctatggt acagcaaccg ctgggtgttc ggtggaggaa ccaaactgac tgtcctacat 1560
caccatcacc atcac 1575
210> 217
211> 525
<212> PRT
213> AL
220>
<223> SA25-CD33 E11 HL x I2C HL H6
<400> 217
Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp Glu Asp Gln Val
1 5 10 15
Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu Ser Val

20 25 30
Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr Gly Met
35 40 45
Asn Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly Trp
50 55 60
Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Lys Phe Gln Gly
65 70 75 80
Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr Met Glu
85 90 95
Ile Arg Asn Leu Gly Gly Asp Asp Thr Ala Val Tyr Tyr Cys Ala Arg
100 105 110
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Trp
Gly
Gly
145
Ser
Ser
Tyr
Ser
Gly
225
Ala
Gln
Gln
Lys
Asn
305
Tle
Lys
Leu
Val
Trp
385

Gly

Glu

Ser
Thr
130
Ser
Leu
Gln
Gln
Thr
210
Thr
Thr
Gly
Leu
Leu
290
Trp
Arg
Asp
Gln
Arg
370
Gly

Gly

Pro

Trp
115
Ser
Gly
Thr
Ser
Gln
195
Arg
Asp
Tyr
Thr
Val
275
Ser
Val
Ser
Arg
Met
355
His
Gln

Gly

Ser

Ser

Val

Gly

Val

Val

180

Lys

Glu

Phe

Tyr

Arg

260

Glu

Cys

Arg

Lys

Phe

340

Asn

Gly

Gly

Gly

Leu

Asp
Thr
Gly
Ser
165
Leu
Pro
Ser
Thr
Cys
245
Leu
Ser
Ala
Gln
Tyr
325
Thr
Asn
Asn
Thr
Ser

405
Thr

Gly
Val
Gly
150
Leu
Asp
Gly
Gly
Leu
230
Gln
Glu
Gly
Ala
Ala
310
Asn
Ile
Leu
Phe
Leu
390

Gly

Val

Tyr
Ser
135
Ser
Gly
Ser
Gln
Tle
215
Thr
Gln
Tle
Gly
Ser
295
Pro
Asn
Ser
Lys
Gly
375
Val

Gly

Ser

Tyr
120
Ser
Asp
Glu
Ser
Pro
200
Pro
Tle
Ser
Lys
Gly
280
Gly
Gly
Tyr
Arg
Thr
360
Asn
Thr

Gly

Pro

Val

Gly

Ile

Arg

Thr

185

Pro

Asp

Asp

Ala

Ser

265

Leu

Phe

Lys

Ala

Asp

345

Glu

Ser

Val

Gly

Gly

264

Tyr
Gly
Val
Thr
170
Asn
Lys
Arg
Ser
His
250
Gly
Val
Thr
Gly
Thr
330
Asp
Asp
Tyr
Ser
Ser

410
Gly

Phe
Gly
Met
155
Thr
Lys
Leu
Phe
Pro
235
Phe
Gly
Gln
Phe
Leu
315
Tyr
Ser
Thr
Tle
Ser
395

Gln

Thr

Asp
Gly
140
Thr
Tle
Asn
Leu
Ser
220
Gln
Pro
Gly
Pro
Asn
300
Glu
Tyr
Lys
Ala
Ser
380
Gly

Thr

Val

Tyr
125
Ser
Gln
Asn
Ser
Leu
205
Gly
Pro
Ile
Gly
Gly
285
Lys
Trp
Ala
Asn
Val
365
Tyr
Gly

Val

Thr

Trp

Gly

Ser

Cys

Leu

190

Ser

Ser

Glu

Thr

Ser

270

Gly

Tyr

Val

Asp

Thr

350

Tyr

Trp

Gly

Val

Leu

Gly
Gly
Pro
Lys
175
Ala
Trp
Gly
Asp
Phe
255
Glu
Ser
Ala
Ala
Ser
335
Ala
Tyr
Ala
Gly
Thr

415
Thr

Gln
Gly
Asp
160
Ser
Trp
Ala
Ser
Ser
240
Gly
Val
Leu
Met
Arg
320
Val
Tyr
Cys
Tyr
Ser
400

Gln

Cys
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420 425 430

Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Asn Tyr Pro Asn Trp Val

435 440 445
Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly Leu Ile Gly Gly Thr Lys

450 455 460
Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser Gly Ser Leu Leu Gly
465 470 475 480
Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp Glu Ala
485 490 495
Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe Gly Gly
500 505 510

Gly Thr Lys Leu Thr Val Leu His His His His His His

515 520 525
<210> 218
211> 1596
<212> DNA
213> AL
220>
<223> SA08-CD33 E11 HL x I2C HL, A Hishrs
<400> 218
cagggcctga tcggcgacat ctgectgece agatgggget gectgtgggg cgacteegtg 60
aaacaggtgc agctggtgca gtctggaget gaggtgaaga agcctggaga gtcagtcaag 120
gtctcctgeca aggctagegg gtataccttc acaaactatg gaatgaactg ggtgaagcag 180
gctccaggac agggtttaga gtggatggge tggataaaca cctacactgg agagccaacce 240
tatgctgata agttccaggg acgecgttacc atgactacgg atacctctac cagcactgcc 300
tatatggaaa tccgcaacct cggaggtgat gacacggectg tatattactg tgcgcecgetgg 360
agttggagtg atggttacta cgtttacttt gactactggg gccaaggcac ttcggtcacc 420
gtctcctcag gtggtggtgg ttcectggegge ggeggeteeg gtggtggtgg ttectgacate 480
gtgatgacac agtctccaga ctccctgact gtgtctctgg gcgagaggac caccatcaac 540
tgcaagtcca gccagagtgt tttagacagc tccacgaata agaactcctt agcttggtac 600
cagcagaaac caggacagcc tcctaaatta ctcctttcet gggecatctac gegggaatcce 660
gggatccctg accgattcag tggcageggg tctgggacag atttcactct cactattgac 720
agcccgcecage ctgaagattc tgcaacttac tattgtcaac agtctgeccca cttcecgate 780
acctttggcc aagggacacg actggagatt aaatccggag gtggtggetce cgaggtgceag 840
ctggtcgagt ctggaggagg attggtgcag cctggagggt cattgaaact ctcatgtgca 900
gcctetggat tcaccttcaa taagtacgec atgaactggg tccgeccagge tccaggaaag 960
ggtttggaat gggttgctcg cataagaagt aaatataata attatgcaac atattatgce 1020
gattcagtga aagacaggtt caccatctcc agagatgatt caaaaaacac tgcctatcta 1080
caaatgaaca acttgaaaac tgaggacact gccgtgtact actgtgtgag acatgggaac 1140
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ttcggtaata
tcctcaggtg
gtgactcagg
tcctecgactg
caggcaccce
ttctcagget
gatgaggcag
accaaactga
210> 219
211> 532
212> PRT
213> AL
220>
223>
<400> 219
Gln Gly Leu
1
Gly Asp Ser
Pro
35
Thr

Lys Lys

Thr Phe
50
Gly Leu Glu
65
Tyr

Ala Asp

Thr Ser Thr

Ala Val Tyr
115
Phe Asp
130

Gly

Tyr

Gly
145
Val

Gly

Met Thr

Thr Thr Ile

gctacatatce
gtggtggtte
aaccttcact
gggctgttac
gtggtctaat
ccctgettgg
aatattactg

ctgtcctaca

SA08-CD33 E11 HL

Ile

5
Val Lys
20
Gly Glu

Asn Tyr

Met

Phe
85
Tyr

Lys

Ala
100
Tyr

Cys
Trp

Ser Gly

Gly Asp

Gln

Ser

Gly

Gly

70

Gln

Met

Ala

Gly

Gly

ctactgggcet
tggcggeggce
caccgtatca
atctggcaac
aggtgggact
aggcaaggct
tgttctatgg

tcaccatcac

x 12C HL

Ile Cys

Val Gln

Val Lys
40
Met Asn
55
Trp Ile

Gly Arg

Glu Ile
Trp
120
Gln Gly
135

Gly Gly

150

Gln Ser

165
Asn Cys

180

Pro

Lys

Ser

Ser Ser

tactggggcce
ggctceggtyg
cctggtggaa
tacccaaact
aagttcctcg
gccectcecacce
tacagcaacc

catcac

H6

Pro Arg
10

Val

Leu

Leu Gln

25

Val Ser Cys

Trp Val Lys

Thr Tyr
75
Met

Asn
Val Thr
90
Arg Asn Leu
105
Ser

Trp Ser

Thr Ser Val

Gly Gly
155
Val

Ser

Thr
170

Ser

Leu

Gln
185

Val

266

aagggactct
gtggtggtte
cagtcacact
gggtccaaca
ccceeggtac

tctcaggggt
gctgggtgtt

Trp Gly Cys
Ala
30

Ser

Ser Gly
Ala
45
Ala

Lys

Gln
60
Thr

Pro

Gly Glu

Thr Thr Asp

Gly Gly Asp
110
Gly Tyr
125

Val

Asp

Thr
140
Gly

Ser

Gly Ser

Ser Leu Gly

Ser
190

Leu Asp

ggtcaccgtce
tcagactgtt
cacttgtggce
aaaaccaggt
tcctgeccaga
acagccagag

cggtggagga

Leu
15
Glu

Trp

Val

Gly Tyr

Gly Gln

Thr
80

Ser

Pro

Thr
95
Asp Thr

Tyr Val

Ser Gly

Ile
160

Asp

Glu
175

Ser Thr

1200
1260
1320
1380
1440
1500
1560
1596
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Asn
Lys
Arg
225
Ser
His
Gly
Val
Thr
305
Gly
Thr
Asp
Asp
Tyr
385
Ser
Ser
Gly
Gly
Gly
465

Phe

Val

Lys
Leu
210
Phe
Pro
Phe
Gly
Gln
290
Phe
Leu
Tyr
Ser
Thr
370
Tle
Ser
Gln
Thr
Asn
450
Leu

Ser

Gln

Asn
195
Leu
Ser
Gln
Pro
Gly
275
Pro
Asn
Glu
Tyr
Lys
355
Ala
Ser
Gly
Thr
Val
435
Tyr
Tle

Gly

Pro

Ser

Leu

Gly

Pro

Ile

260

Gly

Gly

Lys

Trp

Ala

340

Asn

Val

Tyr

Gly

Val

420

Thr

Pro

Gly

Ser

Glu

Leu
Ser
Ser
Glu
245
Thr
Ser
Gly
Tyr
Val
325
Asp
Thr
Tyr
Trp
Gly
405
Val
Leu
Asn
Gly
Leu

485
Asp

Ala
Trp
Gly
230
Asp
Phe
Glu
Ser
Ala
310
Ala
Ser
Ala
Tyr
Ala
390
Gly
Thr
Thr
Trp
Thr
470

Leu

Glu

Trp
Ala
215
Ser
Ser
Gly
Val
Leu
295
Met
Arg
Val
Tyr
Cys
375
Tyr
Ser
Gln
Cys
Val
455
Lys

Gly

Ala

Tyr
200
Ser
Gly
Ala
Gln
Gln
280
Lys
Asn
Ile
Lys
Leu
360
Val
Trp
Gly
Glu
Gly
440
Gln
Phe

Gly

Glu

Gln Gln Lys

Thr

Thr

Thr

Gly

265

Leu

Leu

Trp

Arg

Asp

345

Gln

Arg

Gly

Gly

Pro

425

Ser

Gln

Leu

Lys

Tyr

267

Arg
Asp
Tyr
250
Thr
Val
Ser
Val
Ser
330
Arg
Met
His
Gln
Gly
410
Ser
Ser
Lys
Ala
Ala

490
Tyr

Glu
Phe
235
Tyr
Arg
Glu
Cys
Arg
315
Lys
Phe
Asn
Gly
Gly
395
Gly
Leu
Thr
Pro
Pro
475

Ala

Cys

Pro
Ser
220
Thr
Cys
Leu
Ser
Ala
300
Gln
Tyr
Thr
Asn
Asn
380
Thr
Ser
Thr
Gly
Gly
460
Gly

Leu

Val

Gly
205
Gly
Leu
Gln
Glu
Gly
285
Ala
Ala
Asn
Tle
Leu
365
Phe
Leu
Gly
Val
Ala
445
Gln
Thr

Thr

Leu

Gln

Ile

Thr

Gln

Ile

270

Gly

Ser

Pro

Asn

Ser

350

Lys

Gly

Val

Gly

Ser

430

Val

Ala

Pro

Leu

Trp

Pro
Pro
Tle
Ser
255
Lys
Gly
Gly
Gly
Tyr
335
Arg
Thr
Asn
Thr
Gly
415
Pro
Thr
Pro
Ala
Ser

495
Tyr

Pro
Asp
Asp
240
Ala
Ser
Leu
Phe
Lys
320
Ala
Asp
Glu
Ser
Val
400
Gly
Gly
Ser
Arg
Arg
480

Gly

Ser
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500 505 510
Asn Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu His His
515 520 525
His His His His
530

<210> 220
211> 1569
<212> DNA
213> AL
220>
223> SA21-CD33 E11 HL x I2C HL
<400> 220
cgcctgattg aagatatttg cctgecgege tggggetgee tgtgggaaga tgatcaggtg 60
cagctggtge agtctggage tgaggtgaag aagcctggag agtcagtcaa ggtcteccectge 120
aaggctagcg ggtatacctt cacaaactat ggaatgaact gggtgaagca ggctccagga 180
cagggtttag agtggatggg ctggataaac acctacactg gagagccaac ctatgctgat 240
aagttccagg gacgcgttac catgactacg gatacctcta ccagcactge ctatatggaa 300
atccgcaacc tcggaggtga tgacacggcet gtatattact gtgegegetg gagttggagt 360
gatggttact acgtttactt tgactactgg ggccaaggca cttcggtcac cgtctectcea 420
ggtggtggtg gttetggegg cggeggetee ggtggtggtg gttetgacat cgtgatgaca 480
cagtctccag actccctgac tgtgtctctg ggecgagagga ccaccatcaa ctgcaagtcce 540
agccagagtg ttttagacag ctccacgaat aagaactcct tagcttggta ccagcagaaa 600
ccaggacagc ctcctaaatt actcctttce tgggcatcta cgcecgggaatc cgggatccect 660
gaccgattca gtggcagecgg gtctgggaca gatttcactc tcactattga cagcccgcecag 720
cctgaagatt ctgcaactta ctattgtcaa cagtctgccc acttccegat cacctttgge 780
caagggacac gactggagat taaatccgga ggtggtggcet ccgaggtgea getggtcegag 840
tctggaggag gattggtgca gectggaggg tcattgaaac tctcatgtge agectctgga 900
ttcaccttca ataagtacgc catgaactgg gtccgccagg ctccaggaaa gggtttggaa 960
tgggttgete gcataagaag taaatataat aattatgcaa catattatge cgattcagtg 1020
aaagacaggt tcaccatctc cagagatgat tcaaaaaaca ctgcctatct acaaatgaac 1080
aacttgaaaa ctgaggacac tgccgtgtac tactgtgtga gacatgggaa cttcggtaat 1140
agctacatat cctactggge ttactgggge caagggactc tggtcaccgt ctcctcaggt 1200
ggtggtggtt ctggeggegg cggeteeggt ggtggtggtt ctcagactgt tgtgactcag 1260
gaaccttcac tcaccgtatc acctggtgga acagtcacac tcacttgtgg ctcctecgact 1320
ggggectgtta catctggcaa ctacccaaac tgggtccaac aaaaaccagg tcaggcaccce 1380
cgtggtctaa taggtgggac taagttcctc gecccceggta ctectgecag attctcagge 1440
tccetgettg gaggcaagge tgceccctcacce ctctcagggg tacagccaga ggatgaggcea 1500
gaatattact gtgttctatg gtacagcaac cgctgggtgt tcggtggagg aaccaaactg 1560
actgtccta 1569
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210>
211>
212>
213>
220>
223>
<400>
Arg Leu
1

Asp Asp

Gly Glu

Asn Tyr
50

Trp Met

65

Lys Phe

Ala Tyr

Tyr Cys

Tyr Trp
130

Ser Gly

145

Gln Ser

Asn Cys

Ser Leu

Leu Ser
210

Gly Ser

225

Pro Glu

221
523
PRT
AL

SA21-CD33 E11 HL

221
Ile

Gln
Ser
35

Gly
Gly
Gln
Met
Ala
115
Gly
Gly
Pro
Lys
Ala
195
Trp

Gly

Asp

Glu Asp Ile

Val
20

Val
Met
Trp
Gly
Glu
100
Arg
Gln
Gly
Asp
Ser
180
Trp
Ala

Ser

Ser

5
Gln

Lys

Asn

Ile

Arg

85

Ile

Trp

Gly

Gly

Ser

165

Ser

Tyr

Ser

Gly

Ala
245

Leu
Val
Trp
Asn
70

Val
Arg
Ser
Thr
Ser
150
Leu
Gln
Gln
Thr
Thr

230
Thr

x 12C HL

Cys Leu Pro

Val
Ser
Val
55

Thr
Thr
Asn
Trp
Ser
135
Gly
Thr
Ser
Gln
Arg
215

Asp

Tyr

Gln
Cys
40

Lys
Tyr
Met
Leu
Ser
120
Val
Gly
Val
Val
Lys
200
Glu

Phe

Tyr

Ser
25

Lys
Gln
Thr
Thr
Gly
105
Asp
Thr
Gly
Ser
Leu
185
Pro
Ser

Thr

Cys

269

Arg
10

Gly
Ala
Ala
Gly
Thr
90

Gly
Gly
Val
Gly
Leu
170
Asp
Gly
Gly

Leu

Gln
250

Trp
Ala
Ser
Pro
Glu
75

Asp
Asp
Tyr
Ser
Ser
155
Gly
Ser
Gln
Ile
Thr

235
Gln

Gly
Glu
Gly
Gly
60

Pro
Thr
Asp
Tyr
Ser
140
Asp
Glu
Ser
Pro
Pro
220

Ile

Ser

Cys
Val
Tyr
45

Gln
Thr
Ser
Thr
Val
125
Gly
Tle
Arg
Thr
Pro
205
Asp

Asp

Ala

Leu
Lys
30

Thr
Gly
Tyr
Thr
Ala
110
Tyr
Gly
Val
Thr
Asn
190
Lys
Arg

Ser

His

Trp
15

Lys
Phe
Leu
Ala
Ser
95

Val
Phe
Gly
Met
Thr
175
Lys
Leu
Phe

Pro

Phe
255

Glu
Pro
Thr
Glu
Asp
80

Thr
Tyr
Asp
Gly
Thr
160
Ile
Asn
Leu
Ser
Gln

240

Pro
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Ile
Gly
Gly
Lys
305
Trp
Ala
Asn
Val
Tyr
385
Gly
Val
Thr
Pro
Gly
465
Ser

Glu

Val

Thr
Ser
Gly
290
Tyr
Val
Asp
Thr
Tyr
370
Trp
Gly
Val
Leu
Asn
450
Gly
Leu

Asp

Phe

<210>
211>
212>
<213>
<220>

Phe

Glu
275

Ser

Ala

Ala

Ser

Ala
355
Tyr

Ala

Gly

Thr

Thr
435
Trp

Thr

Leu

Glu

Gly

515
222
1557
DNA
AT

Gly
260
Val
Leu
Met
Arg
Val
340
Tyr
Cys
Tyr

Ser

Gln
420
Cys

Val

Lys

Gly

Ala

500
Gly

Gln
Gln
Lys
Asn
Tle
325
Lys
Leu
Val
Trp
Gly
405
Glu
Gly
Gln
Phe
Gly
485

Glu

Gly

Gly
Leu
Leu
Trp
310
Arg
Asp
Gln
Arg
Gly
390
Gly
Pro
Ser
Gln
Leu
470
Lys

Tyr

Thr

Thr
Val
Ser
295
Val
Ser
Arg
Met
His
375
Gln
Gly
Ser
Ser
Lys
455
Ala
Ala

Tyr

Lys

Arg
Glu
280
Cys
Arg
Lys
Phe
Asn
360
Gly
Gly
Gly
Leu
Thr
440
Pro
Pro
Ala

Cys

Leu
520

Leu
265
Ser
Ala
Gln
Tyr
Thr
345
Asn
Asn
Thr
Ser
Thr
425
Gly
Gly
Gly
Leu
Val

505
Thr

270

Glu
Gly
Ala
Ala
Asn
330
Tle
Leu
Phe
Leu
Gly
410
Val
Ala
Gln
Thr
Thr
490

Leu

Val

Tle
Gly
Ser
Pro
315
Asn
Ser
Lys
Gly
Val
395
Gly
Ser
Val
Ala
Pro
475
Leu

Trp

Leu

Lys
Gly
Gly
300
Gly
Tyr
Arg
Thr
Asn
380
Thr
Gly
Pro
Thr
Pro
460
Ala

Ser

Tyr

Ser
Leu
285
Phe
Lys
Ala
Asp
Glu
365
Ser
Val
Gly
Gly
Ser
445
Arg
Arg

Gly

Ser

Gly
270
Val
Thr
Gly
Thr
Asp
350
Asp
Tyr
Ser
Ser
Gly
430
Gly
Gly
Phe

Val

Asn
510

Gly
Gln
Phe
Leu
Tyr
335
Ser
Thr
Ile
Ser
Gln
415
Thr
Asn
Leu
Ser
Gln

495
Arg

Gly
Pro
Asn
Glu
320
Tyr
Lys
Ala
Ser
Gly
400
Thr
Val
Tyr
Tle
Gly
480

Pro

Trp



Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp Glu Asp Gln Val

1

5

10

15

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

20

25
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223> SA25-CD33 E11 HL x I2C HL
<400> 222
gaggacatct gcctgcecccag atggggetge ctgtgggagg accaggtgea getggtgeag 60
tctggagctg aggtgaagaa gcctggagag tcagtcaagg tctcctgcaa ggcectageggg 120
tataccttca caaactatgg aatgaactgg gtgaagcagg ctccaggaca gggtttagag 180
tggatgggct ggataaacac ctacactgga gagccaacct atgctgataa gttccaggga 240
cgcgttacca tgactacgga tacctctacc agcactgcect atatggaaat ccgcaacctce 300
ggaggtgatg acacggctgt atattactgt gcgecgetgga gttggagtga tggttactac 360
gtttactttg actactgggg ccaaggcact tcggtcaccg tctcctcagg tggtggtggt 420
tctggcggeg geggeteegg tggtggtggt tectgacatcg tgatgacaca gtctccagac 480
tccctgactg tgtctectggg cgagaggacc accatcaact gcaagtccag ccagagtgtt 540
ttagacagct ccacgaataa gaactcctta gcttggtacc agcagaaacc aggacagcect 600
cctaaattac tcctttcctg ggcatctacg cgggaatcecg ggatccctga ccgattcagt 660
ggcagegggt ctgggacaga tttcactctc actattgaca gcccgcecagee tgaagattct 720
gcaacttact attgtcaaca gtctgcccac ttcccgatca cctttggeca agggacacga 780
ctggagatta aatccggagg tggtggctcc gaggtgcage tggtcgagtc tggaggagga 840
ttggtgcage ctggagggtc attgaaactc tcatgtgcag cctctggatt caccttcaat 900
aagtacgcca tgaactgggt ccgccagget ccaggaaagg gtttggaatg ggttgetcege 960
ataagaagta aatataataa ttatgcaaca tattatgccg attcagtgaa agacaggttc 1020
accatctcca gagatgattc aaaaaacact gcctatctac aaatgaacaa cttgaaaact — 1080
gaggacactg ccgtgtacta ctgtgtgaga catgggaact tcggtaatag ctacatatcc 1140
tactgggett actggggeca agggactctg gtcaccgtcet cctcaggtgg tggtggttet 1200
ggcggeggeg geteeggtgg tggtggttet cagactgttg tgactcagga accttcacte 1260
accgtatcac ctggtggaac agtcacactc acttgtgget cctcgactgg ggetgttaca 1320
tctggecaact acccaaactg ggtccaacaa aaaccaggtc aggcaccccg tggtctaata 1380
ggtgggacta agttcctcge cccecggtact cctgecagat tctcaggete cctgettgga 1440
ggcaaggctg ccctcaccct ctcaggggta cagccagagg atgaggcaga atattactgt 1500
gttctatggt acagcaaccg ctgggtgttc ggtggaggaa ccaaactgac tgtccta 1557
210> 223
211> 519
212> PRT
213> AL
220>
223> SA25-CD33 E11 HL x I2C HL
<400> 223
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Lys
Asn
Ile
65

Arg
Ile
Trp
Gly
Gly
145
Ser
Ser
Tyr
Ser
Gly
225
Ala
Gln
Gln
Lys
Asn
305

Ile

Lys

Val
Trp
50

Asn
Val
Arg
Ser
Thr
130
Ser
Leu
Gln
Gln
Thr
210
Thr
Thr
Gly
Leu
Leu
290
Trp

Arg

Asp

Ser
35

Val
Thr
Thr
Asn
Trp
115
Ser
Gly
Thr
Ser
Gln
195
Arg
Asp
Tyr
Thr
Val
275
Ser
Val

Ser

Arg

Cys

Lys

Tyr

Met

Leu

100

Ser

Val

Gly

Val

Val

180

Lys

Glu

Phe

Tyr

Arg

260

Glu

Cys

Arg

Lys

Phe

Lys
Gln
Thr
Thr
85

Gly
Asp
Thr
Gly
Ser
165
Leu
Pro
Ser
Thr
Cys
245
Leu
Ser
Ala
Gln
Tyr

325
Thr

Ala
Ala
Gly
70

Thr
Gly
Gly
Val
Gly
150
Leu
Asp
Gly
Gly
Leu
230
Gln
Glu
Gly
Ala
Ala
310

Asn

Ile

Ser
Pro
55

Glu
Asp
Asp
Tyr
Ser
135
Ser
Gly
Ser
Gln
Tle
215
Thr
Gln
Tle
Gly
Ser
295
Pro

Asn

Ser

Gly
40

Gly
Pro
Thr
Asp
Tyr
120
Ser
Asp
Glu
Ser
Pro
200
Pro
Ile
Ser
Lys
Gly
280
Gly
Gly

Tyr

Arg

Tyr Thr Phe

Gln

Thr

Ser

Thr

105

Val

Gly

Ile

Arg

Thr

185

Pro

Asp

Asp

Ala

Ser

265

Leu

Phe

Lys

Ala

Asp

272

Gly
Tyr
Thr
90

Ala
Tyr
Gly
Val
Thr
170
Asn
Lys
Arg
Ser
His
250
Gly
Val
Thr
Gly
Thr

330
Asp

Leu
Ala
75

Ser
Val
Phe
Gly
Met
155
Thr
Lys
Leu
Phe
Pro
235
Phe
Gly
Gln
Phe
Leu
315

Tyr

Ser

Thr
Glu
60

Asp
Thr
Tyr
Asp
Gly
140
Thr
Tle
Asn
Leu
Ser
220
Gln
Pro
Gly
Pro
Asn
300
Glu

Tyr

Lys

Asn
45

Trp
Lys
Ala
Tyr
Tyr
125
Ser
Gln
Asn
Ser
Leu
205
Gly
Pro
Ile
Gly
Gly
285
Lys
Trp

Ala

Asn

Tyr

Met

Phe

Tyr

Cys

110

Trp

Gly

Ser

Cys

Leu

190

Ser

Ser

Glu

Thr

Ser

270

Gly

Tyr

Val

Asp

Thr

Gly
Gly
Gln
Met
95

Ala
Gly
Gly
Pro
Lys
175
Ala
Trp
Gly
Asp
Phe
255
Glu
Ser
Ala
Ala
Ser

335
Ala

Met
Trp
Gly
80

Glu
Arg
Gln
Gly
Asp
160
Ser
Trp
Ala
Ser
Ser
240
Gly
Val
Leu
Met
Arg
320

Val

Tyr



CN 111888474 A

.1l

170/175 7

Gln Met
355

His

Leu

Val Arg

370

Trp Gly Gln

385
Gly

Gly Gly

Glu Pro Ser

Gly Ser
435

Lys

Ser
Gln Gln
450
Phe Leu
465

Gly

Ala

Lys Ala

Glu Tyr Tyr

Gly Thr Lys
515
224
1578
DNA
AT

210>
211>
212>
213>
220>
223>
<400> 224
cagggcctga
aaacaggtgc
gtctcctgea
gctccaggac
tatgctgata
tatatggaaa
agttggagtg
gtctcctcag
gtgatgacac

340

Asn Asn

Gly Asn

Gly Thr

Leu

Phe

Leu

Thr
360

Asn

Lys

Gly
375

Val Thr

390

Gly Ser
405

Leu Thr

420
Thr Gly

Pro Gly

Pro Gly

Gly

Val

Ala

Gln

Thr

Gly Gly

Ser Pro

Val Thr
440
Ala Pro
455

Pro Ala

470

Ala Leu
485
Cys Val
500

Leu Thr

tcggcegacat
agctggtgca
aggctagegg
agggtttaga
agttccaggg
tccgecaacct
atggttacta
gtggtggtyg
agtctccaga

Thr

Leu

Val

Leu Ser

Trp Tyr

Leu

SA08-CD33 E11 HL x [2C HL

ctgcetgecece
gtctggagcet
gtataccttc
gtggatgggc
acgcgttacc
cggaggtgat
cgtttacttt
ttctggegge

ctccetgact

345
Glu Asp Thr

Ser Tyr Ile

Val Ser
395
Gln

Ser

Gly Ser

410
Gly

Gly Thr

425
Ser

Gly Asn

Arg Gly Leu

Phe Ser
475
Gln

Arg

Val
490

Asn

Gly
Ser Arg
505

agatggggct
gaggtgaaga
acaaactatg
tggataaaca
atgactacgg
gacacggctg
gactactggg

ggcggeteeg
gtgtctetgg

273

350

Ala Val Tyr
365

Ser Tyr

380

Gly

Trp

Gly Gly

Thr Val Val

Val Thr Leu

430
Pro Asn
445

Gly

Tyr

Ile
460
Gly

Gly

Ser Leu

Pro Glu

Val Phe

510

Trp

geetgtgggg
agcctggaga
gaatgaactg
cctacactgg
atacctctac
tatattactg
gccaaggcac
gtggtggtyg
gcgagaggac

Tyr Cys

Ala Tyr

Gly Ser
400
Thr Gln
415
Thr Cys

Trp Val

Thr Lys
Gly
480
Ala

Leu

Glu
495

Gly Gly

cgactccgtg
gtcagtcaag
ggtgaagcag
agagccaacc
cagcactgcce
tgegegetgg
ttcggtcacc
ttctgacatc

caccatcaac

60
120
180
240
300
360
420
480
540
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tgcaagtcca gccagagtgt tttagacagc tccacgaata agaactcctt agcttggtac 600
cagcagaaac caggacagcc tcctaaatta ctcctttcet gggecatctac gegggaatcce 660
gggatccctg accgattcag tggcageggg tctgggacag atttcactct cactattgac 720
agcccgcecage ctgaagattc tgcaacttac tattgtcaac agtctgeccca cttcecgate 780
acctttggcc aagggacacg actggagatt aaatccggag gtggtggetce cgaggtgceag 840
ctggtcgagt ctggaggagg attggtgcag cctggagggt cattgaaact ctcatgtgca 900
gcctetggat tcaccttcaa taagtacgec atgaactggg tccgeccagge tccaggaaag 960
ggtttggaat gggttgctcg cataagaagt aaatataata attatgcaac atattatgce 1020
gattcagtga aagacaggtt caccatctcc agagatgatt caaaaaacac tgcctatcta 1080
caaatgaaca acttgaaaac tgaggacact gccgtgtact actgtgtgag acatgggaac 1140
ttcggtaata gctacatatc ctactggget tactggggece aagggactct ggtcaccgte 1200
tcctcaggtg gtggtggtte tggeggegge ggeteeggtg gtggtggtte tcagactgtt 1260
gtgactcagg aaccttcact caccgtatca cctggtggaa cagtcacact cacttgtgge 1320
tcctegactg gggetgttac atctggecaac tacccaaact gggtccaaca aaaaccaggt 1380
caggcacccce gtggtctaat aggtgggact aagttccteg ccceceggtac tcctgecaga 1440
ttctcagget ccctgettgg aggcaagget gecctcacce tctcaggggt acagccagag 1500
gatgaggcag aatattactg tgttctatgg tacagcaacc gctgggtgtt cggtggagga 1560
accaaactga ctgtccta 1578
210> 225
211> 526
<212> PRT
213> AL
220>
<223> SA08-CD33 E11 HL x I2C HL
<400> 225
Gln Gly Leu Ile Gly Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp
1 5 10 15
Gly Asp Ser Val Lys Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val

20 25 30
Lys Lys Pro Gly Glu Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr
35 40 45
Thr Phe Thr Asn Tyr Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln
50 55 60
Gly Leu Glu Trp Met Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr
65 70 75 80
Tyr Ala Asp Lys Phe Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser
85 90 95
Thr Ser Thr Ala Tyr Met Glu Ile Arg Asn Leu Gly Gly Asp Asp Thr
100 105 110
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Ala
Tyr
Gly
145
Val
Thr
Asn
Lys
Arg
225
Ser
His
Gly
Val
Thr
305
Gly
Thr
Asp
Asp
Tyr
385

Ser

Ser

Val
Phe
130
Gly
Met
Thr
Lys
Leu
210
Phe
Pro
Phe
Gly
Gln
290
Phe
Leu
Tyr
Ser
Thr
370
Tle

Ser

Gln

Tyr
115
Asp
Gly
Thr
Tle
Asn
195
Leu
Ser
Gln
Pro
Gly
275
Pro
Asn
Glu
Tyr
Lys
355
Ala
Ser

Gly

Thr

Tyr
Tyr
Ser
Gln
Asn
180
Ser
Leu
Gly
Pro
Tle
260
Gly
Gly
Lys
Trp
Ala
340

Asn

Val

Gly

Val

Cys
Trp
Gly
Ser
165
Cys
Leu
Ser
Ser
Glu
245
Thr
Ser
Gly
Tyr
Val
325
Asp
Thr
Tyr
Trp
Gly

405
Val

Ala
Gly
Gly
150
Pro
Lys
Ala
Trp
Gly
230
Asp
Phe
Glu
Ser
Ala
310
Ala
Ser
Ala
Tyr
Ala
390

Gly

Thr

Arg
Gln
135
Gly
Asp
Ser
Trp
Ala
215
Ser
Ser
Gly
Val
Leu
295
Met
Arg
Val
Tyr
Cys
375
Tyr

Ser

Gln

Trp
120
Gly
Gly
Ser
Ser
Tyr
200
Ser
Gly
Ala
Gln
Gln
280
Lys
Asn
Tle
Lys
Leu
360
Val
Trp

Gly

Glu

Ser Trp Ser

Thr

Ser

Leu

Gln

185

Gln

Thr

Thr

Thr

Gly

265

Leu

Leu

Trp

Arg

Asp

345

Gln

Arg

Gly

Gly

Pro

275

Ser
Gly
Thr
170
Ser
Gln
Arg
Asp
Tyr
250
Thr
Val
Ser
Val
Ser
330
Arg
Met
His
Gln
Gly

410

Ser

Val
Gly
155
Val
Val
Lys
Glu
Phe
235
Tyr
Arg
Glu
Cys
Arg
315
Lys
Phe
Asn
Gly
Gly
395

Gly

Leu

Asp
Thr
140
Gly
Ser
Leu
Pro
Ser
220
Thr
Cys
Leu
Ser
Ala
300
Gln
Tyr
Thr
Asn
Asn
380
Thr

Ser

Thr

Gly
125
Val
Gly
Leu
Asp
Gly
205
Gly
Leu
Gln
Glu
Gly
285
Ala
Ala
Asn
Ile
Leu
365
Phe
Leu

Gly

Val

Tyr

Ser

Ser

Gly

Ser

190

Gln

Ile

Thr

Gln

Ile

270

Gly

Ser

Pro

Asn

Ser

350

Lys

Gly

Val

Gly

Ser

Tyr
Ser
Asp
Glu
175
Ser
Pro
Pro
Ile
Ser
255
Lys
Gly
Gly
Gly
Tyr
335
Arg
Thr
Asn
Thr
Gly

415

Pro

Val
Gly
Tle
160
Arg
Thr
Pro
Asp
Asp
240
Ala
Ser
Leu
Phe
Lys
320
Ala
Asp
Glu
Ser
Val
400

Gly

Gly
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420 425 430

Gly Thr Val Thr Leu Thr Cys Gly Ser Ser Thr Gly Ala Val Thr Ser
435 440 445
Gly Asn Tyr Pro Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg
450 455 460
Gly Leu Ile Gly Gly Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg
465 470 475 480
Phe Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly
485 490 495

Val Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser

500 505 510
Asn Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

515 520 525

<210> 226
211> 1533
<212> DNA
213> AL
220>
<223> (D33 E11 HL x I2C HL (HistpZ%)
<400> 226
caggtgcagce tggtgcagtc tggagctgag gtgaagaagce ctggagagtc agtcaaggtce 60
tcctgcaagg ctagcecgggta taccttcaca aactatggaa tgaactgggt gaagcaggcet 120
ccaggacagg gtttagagtg gatgggctgg ataaacacct acactggaga gccaacctat 180
gctgataagt tccagggacg cgttaccatg actacggata cctctaccag cactgcctat 240
atggaaatcc gcaacctcgg aggtgatgac acggctgtat attactgtge gegetggagt 300
tggagtgatg gttactacgt ttactttgac tactggggcc aaggcacttc ggtcaccgtce 360
tcctcaggtg gtggtggttc tggeggegge ggetecggtg gtggtggttc tgacatcegtg 420
atgacacagt ctccagactc cctgactgtg tctctgggeg agaggaccac catcaactgce 480
aagtccagcc agagtgtttt agacagctcc acgaataaga actccttage ttggtaccag 540
cagaaaccag gacagcctcc taaattactc ctttcctggg catctacgeg ggaatceggg 600
atccctgacc gattcagtgg cagcecgggtct gggacagatt tcactctcac tattgacagce 660
ccgcagectg aagattctge aacttactat tgtcaacagt ctgcccactt cccgatcacce 720
tttggccaag ggacacgact ggagattaaa tccggaggtg gtggectccga ggtgcagetg 780
gtcgagtctg gaggaggatt ggtgcagect ggagggtcat tgaaactctc atgtgcagcece 840
tctggattca ccttcaataa gtacgccatg aactgggtcc gccaggetcecc aggaaagggt 900
ttggaatggg ttgctcgcat aagaagtaaa tataataatt atgcaacata ttatgccgat 960
tcagtgaaag acaggttcac catctccaga gatgattcaa aaaacactgc ctatctacaa 1020
atgaacaact tgaaaactga ggacactgcc gtgtactact gtgtgagaca tgggaacttc 1080
ggtaatagct acatatccta ctgggecttac tggggccaag ggactctggt caccgtcectece 1140
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tcaggtggtyg
actcaggaac
tcgactgggg
gcacccegtg
tcaggctccce
gaggcagaat
aaactgactg
210> 227
211> 511
212> PRT
213> AL
220>

223> (D33
<400> 227
Gln Val Gln
1
Ser

Val Lys

Gly Asn
35
Ile

Met
Gly Trp
50
Gln Gly
65

Met

Arg

Glu Ile

Ala Arg Trp

Gly Gln Gly

115

Gly Gly Gly

130

Pro Asp Ser

145

Lys Ser Ser

Ala Trp Tyr

Trp Ala Ser

gtggttctgg
cttcactcac

ctgttacatc
gtctaatagg
tgcttggagg
attactgtgt

tcctacatca

E1l

Val
5

Ser

Leu

Val
20
Trp Val

Asn Thr

Val Thr

Asn
85
Trp

Arg

Ser
100
Thr Ser

Ser Gly

Leu Thr

HL x I2C HL

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Gly

Val

cggceggegsce
cgtatcacct
tggcaactac
tgggactaag
caaggctgcce
tctatggtac

ccatcaccat

H6

Ser Gly

Lys Ala

Gln Ala
40
Thr Gly
55
Thr Thr

Gly Gly

Asp Gly

Thr Val
120
Gly Gly
135

Ser Leu

150

Gln Ser
165
Gln Gln
180

Thr Arg

Val

Lys

Glu

Leu Asp

Gly

Pro

Ser Gly

tceggtggtyg
ggtggaacag
ccaaactggg
ttcctegecce
ctcaccctet
agcaaccgct

cac

Ala Glu
10

Gly

Val
Ser Tyr
25
Pro

Gly Gln

Glu Pro Thr

Thr Ser
75
Thr

Asp

Asp
90
Tyr

Asp

Tyr Val

105

Ser Ser Gly

Ser Asp Ile

Gly Glu Arg
155

Ser Thr
170

Pro

Ser

Gln
185
Tle

Pro
Pro

Asp

277

gtggttctca
tcacactcac
tccaacaaaa
ccggtactce

caggggtaca
gggtgttcgg

Lys Lys Pro

Thr Thr
30
Glu

Phe

Gly Leu

45

Tyr Ala Asp

60
Thr

Ser Thr

Ala Val Tyr

Phe Asp
110
Gly

Tyr
Gly Gly
125
Val Met
140

Thr

Thr

Thr Tle

Asn Lys Asn

Leu
190

Ser

Lys Leu

Arg Phe

gactgttgtg
ttgtggectcee
accaggtcag
tgccagattce
gccagaggat
tggaggaacc

Gly Glu
15
Asn Tyr

Trp Met

Lys Phe

Ala Tyr
80
Tyr Cys
95
Tyr Trp

Ser Gly

Gln Ser

Cys
160
Leu

Asn

Ser
175
Leu Ser

Gly Ser

1200
1260
1320
1380
1440
1500
1533
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Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu
465

Glu

Gly

Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450
Gly

Ala

Gly

195
Gly

Ala
Gln
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe
Gly

Glu

Gly

Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln
Leu
Lys

Tyr

Thr
500

Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325
Met
His
Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Phe
Tyr
230
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

200
Leu

Gln
Glu
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr
Thr

Leu

Val

Thr Ile Asp

Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala

Pro

Leu

Leu
505

278

Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330
Thr
Asn
Thr
Gly
Pro
410
Thr
Pro
Ala
Ser
Tyr

490
His

Ala
235

Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly
475

Ser

His

Ser
220
His
Gly
Val
Thr
Gly
300

Thr

Asp

Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460
Val

Asn

His

205

Pro

Phe

Gly

Gln

Phe

285
Leu

Ser
Thr
Tle
365
Ser
Gln
Thr
Asn
Leu
445

Ser

Gln

His

Gln
Pro
Gly
Pro
270

Asn

Glu

Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Ile

Gly

Pro

His
510

Pro
Tle
Gly
255

Gly

Lys

Ala
Asn
335
Val
Tyr
Gly
Val
Thr
415
Pro
Gly
Ser
Glu
Val

495
His

Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe
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