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1.CD3TH RS A 0, HA &

(a) CD3THRF - VE L BEFY (scFv) , H MWL R 2 8 R B 7

(1) NVEALEE ] A2 X, Birik A 546 B 55 m] A8 X A0 5 FHSEQ 1D NO: 63F /R M & 5L R 7
FIZH A FRECDRL VFHSEQ 1D NO: 6573~ I 2 J: 1R 7 71 28 i I H5ECDR2LA A FHSEQ 1D NO:
68 I 7~ [ 2 1R 7 B1) 2E B () B #ECDR3 s A1

(ii) NIRRT AR X, ik AR AL BE T AF XA S FHSEQ 1D NO:61FT 7RI & LR T
T2 R R FECDRL L FHSEQ 1D NO: 64 Fr 7 ) 28 22 B2 7 F14H il 1K) #2 BECDR2 L FH SEQ ID NO: 66
B~ B2 R 7 9 4 R ) 42 BECDR3 5

(b) BLHEIX , LA S

(c) Hry% Bk g5 A CH2[X FICH3[X .

2. WRUR ZER 1T R I CD3 T 45 A > o BT IR CD3 T ¢ P scFv & i 82 Fr ik
NUEAL T AR X AETIA AR AR m AR X 1

3. ABURIEE R 2T IR (R CD3T e e 4 o+, He b il i 2+ B AT 5-30 M= 24 1R

4. AR BR3P R (I CD3 TR S PR 45 6 o, R Frid 285 1SEQ 1D NO: 229
NI

5. QBRI E SR L Bk I CD3 T4 e R4 & 3 Horp Biridt S0 0% Bk i 1 CH2 X RICH3[X Ay A
IgGl CH2[X MICH3[X ,

6. QIRCRIELR PR (I CD3THRE S R 45 6 0+, FLFHSEQ 1D NO: 253 Fr /s i 2 L 2 7 F1I 40
Ji o

7.5y BIALTR 5 F , IR BUR ZE R L TR I CD3 T4 P45 &

8. A WIBURIZL R T T IR (¥ A% R 73 344

9. A9 F WIBURZE R S FITIA B3R A1) 15 32 41 ML o

10. AV, HALES BRI SR LR I CD3THE S E 45 & 9 F A2 24 bl 252 I 3844

L1 BURE SR LBTIR B CD3THE e M 45 A o 15 il 28 F T/ BAH R BYG T 5 = B B4
JRLVEE P AH S IR R B 2 b ) FH s

12 QAUR)EE SR LR 1 B3, e v i 5 e 5 1) B 375 A 5 1) % 9 A B it 2
Jed ~ B 1 195 B2 R B R SRR D B B oA 7 AR ) I BRURRAIE D 5 BAH L & 48 AH G 1Y)
ANTE 2 T2 55 T 97 o

13 AR 2R 12 Fir i (1) s, e b BT id R AR B B fudd 7= AR B i e B & s R
I o

14 GnBUR 2R 12 B ik (1) s, oo BT R AR S B 5 o dd 77 A8 1 5 o s e R Tk 48 i 1k
WP S KGR T 8 VB A AE S KR PRI 4 L ERENLTE 77 45 8 < 107 IR  T2RSME PR < 3t
B /NERES ST S PR AN ER PR AR IR (LA ) « RAPELL BRI (SLE) (%
SIS It A5 W A8 R R PR I /NAR D PSR RE (TTP) W BUBE MR SR SR S AE AP B 4L
Z R UL - Z L8 EiWaldens tromE B3R & A ILAE .

15 QAR B3R L LR 1) FH g JHG b Pk 5 S5 P B L 2 R O 11 9 s o 18 i L2 4
J A 975 (CLL) AEEE A7 £xibh 08T (NHL) 22 B 40 M M 1 T0973 /0 bk 28 40 B 7k E2 83 94k £ R &
PR 2L 8 PR £ X 96K B 988 o PR D Ik 2 RE ZE 23 (MALT) 1) 45 A/ 320 5 X B2 it b £ 98 453
S5 X BYH MR EL P88 | 6 v P IR E 73 25 0 bR £ 8 57k 38 K B B vbk £ 98 L B (I KB it

2
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WA IS N KB IR LR S R MR IS Y PRI L R B P R (Burkd t o) KL R/ 19 AL
o
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CD37RIZIRTT MR HE NI N FIaTr FIREXE

[0001]  AHICHRIERIZE X 51 H

[0002]  AHIFERHE35U.S.C. 8119 (e) ZRT 200844 H 11 H &A1 3 Ik T £ FIH1 17 58
61/190,067 5 ({4 s, Ho o iZ w51 A 77 3 LB AR R AR S

[0003] 2G5 7R 1 7 B

[0004]  DASCAAHE AR 4C AR AR FRAL T A FE AR 77103, I HiZ P IR AR i 5
FH I N AU B A5 o 5 AR P BRI SCAR SO 4R 42910180_420PC_SEQUENCE _
LISTING. txto iZ XA A286KB, T-200944 H10 H G4, 3F HilidEFS-Web i F424¢ , H
5 AR B P R A A AT (1)

[0005] =

ARG

[0006]  AAFF N FF— MR ML T TR BB E R AL A A v, o HLSE EA, 32
6T H TR 7 BCHEE BAN M AE DI 5 B H 0% 20T BRI B3 9 B 14 2 9 1 N YR AL BT CD 37 /A
B g% 25 (SMIP) 43+ LA S CD3THe S PE &5 A -5 AU Re AL 543097 AR W R BR G YR T o

[0007]  AHICWEFIA

[0008] A #u i F G0 I H AR AP A UK G 52 SMIR A B SRR AR 28 o S R G — N4 70 2B
TRES A, AR Y BAI NG , Fo ™ A Ak, Brad fodd it 5 A4 o B0 )5 A4 4 5 9F HAE SR L
B LN A AR SR AR B BIR R AAR AR A ZEFE LRI T, S RG DIRE ] Re
T I BN 0, AR FEAR 22 80 S BAH MO AN 52 35 1] (1) B 5E B R 0E B Hs PR o A 2%
(00091 B4 AT LAJi ik H 40 M 2 i b 1 43+ $ anCD3 7 1#E4T %5 8 - CD37 2 K= M AL 40—
52kDati [, J& T VU /K 5 I 2 1 1) 4 e T 70 iR 2, FLAE QB 7P AR BRI BA . | s Rk
{EATERTBAN AR B 40 M 3Rk o R IR 5 BAHML LA A1, JL-F- B A3 BAH M A s ) 2% 4 Jgg (1) CD37
LA A FH PR Y, A AR S MR IR E 40 i 1 i (CLL) A2 A3 S itk B2 98 (NHL) A0 2 B 40 o 1k
[ L35 Moore et al.,J.Pathol.152:13 (1987) ;MersonfliBrochier, Immunol.Lett.19:
269 (1988) ; A feFaure et al.,Am.J.Dermatopathol.12:122(1990)) .

[0010] L& HF K H—LECD3THRr 7 1t S0 08 9712 o Hor e PR T 0T CD 3T (1) TgG 1 BR Y 14 B v B i Ak
MB-1 F "2 T BEAT b330 I 78 76 V8 57 NHL 9 I AR 38 WK (B 0L, Press et al.,
J.Clin.Oncol.7:1027 (1989) ;Bernstein et al.,Cancer Res. (Suppl.)50:1017 (1990) ;
Press et al.,Front.Radiat.Ther.Oncol.24:204(1990) ;Press et al.,
Adv.Exp.Med.Biol.303:91 (1991) fiBrown et al.,Nucl.Med.Biol.24:657 (1997)) -MB-1
FURSRZ Fe RS RE , 81 T A4 4 s Ve 40 e 1Y) 20 B B3 14 (ADCC) , DA RAEAR N e PR A A A
U, 2R 52 IMB- 1 AR A F015 e 4 K (Buchsbaum et al.,Cancer Res.52:6476 (1992)) .
A, R ERER S — RIS B S CD3T, 628~ L1 b 5 & ¥ 7 3% /8 KW
(immunocon jugate) 4 45 /N6, I HL AT HH A% A Ak, B 2% 2 400 i P 6 40 e N B B (2 0
Braslawsky et al.,Cancer Immunol.Immunother.33:367 (1991)) . H ®i, FENEF IR T
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EFXFCD3TII A DE MBS B O, HAR A/ MR L G 3% 254 (SMTP™) 7= 5 (B 00, Bl e
LR E AT 552003/0133939'5 M1 552007,/0059306F) .

[0011]  JEX T HERIGIT O LT 7 RERF  HARSIRA 7 2 1 TI6 7 B4
FHO PR BP9 1) P I () BRSO R A A AN T 1

[0012] ﬁE}Ej@

[0013]  FE—J5 M , ARAFF B RAL T NIEALCD3THE 7 M 45 5 4 1 Fis D B i Bk IR 97
5 55 BUN IS PEAH ORI R I 5 V2, Frid 5 i B4 48 T IME B RCE A SCIR LRI AL
CD3THE RIS A7, B AT Bk /D BN Bk 1697 5 35 B4R My MEA S 1K 500
[0014]  fEREBCSEyE T rp , KA WA St 7 NEACD3TR: Rt &5 &0+, AR
I BB AR A & (D) NEALEFERTAZX | (11) @0SEQ ID NO: 229Ff 7RI+, (iii) A
PBALRSERTARIX | (iv) TgG1EHE (v) ATgGl CH2[X Fi (vi) ATgGl CH3IX , HH (@) AL E
] AR XM R vy BIR R v A0« AVRAL B BEFRL . AISEQ 1D NO: 637 HAEECDR1 .
AJ5AL EAEFR2 . WISEQ 1D NO: 65 7~ ¥ EEBECDR2 . A YR AL EEBEFR3 W AISEQ 1D NO: 67,685k
69 T 71~ ) EE FECDR3 A YR AL FEBEFRA , I H. (b) N JEAL 358 mT AR XM R o B R 2 AR i L
B NIEREEFRL L WISEQ 1D NO: 618620 /1 42 8ECDR 1 AL 2 BEFR2, 4ISEQ TD NO:
64T 7~ I # BECDR2 . A JEAL R BEFRIFIAISEQ 1D NO: 66 F7n ) R EECDRS , LA M2 A V5 AL 4% 3
FR4,

[0015]  7£ ik NVEACD3THr St 45 A o> F I FELE SE 2 vh , NI EBEFR 1A 75 SEQ
ID NO:144, AJ5ifk B BEFR2A0 2 SEQ 1D NO: 151, HAEFR3FUSSEQ 1D NO: 1581 A H #EFR4
£3,27SEQ ID NO: 1618162,

[0016]  7F Rk NVEALCD3THR: R 45 & o BT — AN SR syt Uy b, N4 3R 4%
FRIA47SEQ 1D NO: 171, 3% FR240, - SEQ ID NO:182, 42 %#£FR3404 SEQ 1D NO:195b) 2 #%
HEFRALLASEQ 1D NO:206.

[0017]  FEAHR TGO H , R AN EHeft T A5 WSEQ ID NO: 253 /R A 5 7 71 [
CO3THr LSS T

[0018]  fERELLSEYf Jy S b, CD3THE R 45 & 70 T2 AN FEHAISEQ 1D NO: 253175 [ 28 4=
& 7 FN A R o

[0019]  fERELLSLyE T S, CD3THE R 45 & 43 F FHWISEQ 1D NO: 253 /R [ 2L 1R 7 5]
Hiko

[0020]  FEAHICTT I, A AN R ICHEHE T F duhd AR SCHE Ut N VRALCD3 T R 1t 45 &
AR TP A B ER 5

[0021]  £E 55— AHIR T I, AR HF P9 252 (A0 2 b AR SO 9 N VRALCD3 T e 1t 45 &
a3 F B4 BRI RZ R 43 BB

[0022] £ 55— HHIC T M, AR A N AR B FOR A 15 32 40

[0023] AR HF P B IE SR AL & AR SCIR AL B NS ALCD3THRr e 45 A o+ A2 2 b mT 422
FIFRAR IS o

[0024]  AE 5 —J5 i, AN FF W AR T T kBN B YT 5 R BAT VS A IS
PRI I7 1% ik i FR 245 T A & I AR SCIR BE RS N IR CD3 T M 45 640+, B
AN T L8 DB RERTT 5 S B MOvE A IS IR 5

5
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[0025]  7FJE2L S 7 S, 5 55 BAN TG 14 AH DG I 2 975 A2 B4 M ok E2 089 - B4 I 11 1ML 95 . B
ST MO B B S R AN B B A AR R R SRR AE N 5 BN B 3 12 A G T A& 4 T 8 11
PRI o

[0026]  fEHELELSiE Ty S rp , KRR F B BUAA ™= AR 1) 5 908 A2 4 R Tk 98 E VR L 28 XU 4
KT 28 CHIENLTE 77 4% 8 R IR (Grave’ sdisease)  TME IR . 2 K PEIEAL . H B %%
PRI S LA 2 L %8 B Waldens trom = 2R 8 [ ILAE

[0027]  7EFELLsufi 7y ZErf, 5 5 BAN ML TS T AH Q1) 75 0 A2 1 P bk 2 40 e (9 197 (CLL) o
[0028]  7E 55— 5, RAFF N EFRUE T FHTCD3THE T M 45 6 0 F R Ih e AL 3697 7
(KI5 F LAY /D BAN BB B VA T 5 S 5 BAR S PEAH S I B A S R v i A A 1 4
N EARA B 1) 45 B R X e b S A A, 31X S 800 T 38 B4 i s /b

[0029]  filt, AR AF A FEIRALE T A CDITHR R 45 A 3 F PRI ZE AT (bendamustine)
IR/

[0030]  7ERELLSEE T e, CD3THE R PR & 73 F =& CD3THE S HE TR T SMIP , 4140 A J54L
HURBLAJEALSMIP

[0031]  7EHELLsfi Jy ZErf, CD3THF S R4 A > FAECD3THF 45 A 56 28-ImAb3e 4 .
[0032]  7EHELLsif 7 R, CD3THE SRS A o F e A SCHR AL A JRALCD3THE - MRS &
+, B4 & SEQ ID NO: 253 /R 2L IR Fr I Y W 348 B HHSEQ 1D NO: 253 /R I 2L 1R
FEBVZ A B EHSEQ 1D NO: 253 Bl [ 2 2 IR 7 F 4 i N IRALCD3THRE S & 4 F -
[0033]  FEAHIC AT , AR AT AEFRAE T I DBANNBE G YT 5 55 BAH B PR AH 5% 14 75 9
(750, TR VR FE L T MEH BRI CD3 T4 B 45 5 4 FRIZEIS Z|)TT, ik Me s
L/ DBAH MUBIE YT 5 S BAH B PR AH O Y 2 9

[0034]  7EHELL S 7 2, 55 5 BAN ML TS T AH DG 2 975 A2 BAH B ok 2 08 - B4 B (1 1ML 9%5 . B
ST B R R AE A ) B A AR R R BURRAE 9 5 B AN B i 72 A S TR A& A 1 TAH s
(R o

[0035] 7 Bt e Ath St 77 2, RRAE D B B AR AR IR 0 A e MR AORE PRI R
PERAT A EIE LTS /748 F T TR SR - 2 R I AL . B 5 G M s L
K2R EWaldenstromE BRE (A IMLNE .

[0036]  7F Kot HoAth S 77 S b, 5 5 B AN M v MR 9% 1Y) 5 0 A2 18 1 I 2 40 e 1 o
(CLL) »

[0037]  FEHELLSL Ty S rp, CD3THE St 4 & o F FIR IR B AT /& R 45 2 .

[0038]  7E Rl Hofth Sy S8, CD3THE VRS & 0 F FAIZRIASE A VT & AH4R 45 24

[0039]  FEIELLSL Ty R rh, CD3THE S It 45 A 4 F HIR IR BE w YT — B il

[0040]  FEBELLCSLlE Ty R, CD3THE P45 B 93 F =& CD3 T PEFU AR BSMIP , 41 40 A 54K
FURTLA YL SMIP .

[0041]  fERLLCSLE T S, CD3TH: M 4h & FECD3THR e 1t 45 A 5628 ImAb T 5t
[0042]  fERLLLSE Ty 2, CD3THRE ML & 73 e A SUIR LI A JRALCD3TRE e 25 6
+, B4 SEQ 1D NO: 253 7~ I Z B R T A kA L SEQ 1D NO: 2537~ ) 28 i 12
FEBVE B EHSEQ 1D NO: 253 BT I R IR P 4 i) N JRALCD3THE S5 A 4 1o
[0043] [ e fif 22 14 B



CN 105198997 B w Bg B 4/50 Tt

[0044] &1 B R/NERG28. T RICAS-024 7 F1 ¥ B AN 42 85 ] AR X 2L R 7 B LX), DL ey
R — M7 .

[0045]  F&2A-2D R 7RCAS-001.CAS-002, CAS-003FICAS-024 (% ]~ HERR i 1% (SEC) £33
& . B I (POT) B A7 98-99 % it 4k 414k [ SMIP 43—~ « CAS—024 ELAT =55 245 i - HLX R A
(GREH[FE FE) , MCAS-001. CAS-002HICAS-003 1 U B A 22 (1) JB i Gl AR ., JBildi &
2135% IIPOT) , X K B 7 B 1) 73 FEAA

[0046] &3 & R 2 AR CD37THF 3 MESMIPER A 4] 5 BEAACAS-006 73+ (R & HTCD37SMIP
B, mVLnVH) 5545 5 Ramo s 4l g - IICDITRY B, LR ML 5 B4k 53 F AL I 45 G B A 77
(1145 7~ - CAS—024 (hVHhVL) 5 CAS-006 B A 5= 4% AH [F] i) %5 T-CD37 (1) 25 1 77, 8K iy Atk 43+
(CAS-001.,CAS-002FICAS-003, # £hVLhVH) {125 F1 B A2 22 445

[0047]  E4AFN4BAE FHX T-CAS-006 (FE31X L& ] HFR Ay SMIP-016) 1 75 4K 456 5 e I
B3 B, ZINE L - A 24 A8 SMIP A (CAS-014mVHRVLFICAS-017hVLmVH) E A & T CAS-006[# 3
177, SR CAS-024 % 7~ 5 CAS-006 AH [F] () 25 421 1 73 3 H.CAS-003 (hVLhVH) H A AR

AR
[0048]  [K5A-5E 7t 22 B A FLCD3THUAR AICAS-006 (1 A I HTCDITSMIP 1) Z Al
RS

[0049] K6 AMIEB i 7~ £ J v PR VAR L2 80 1K) S A AR A IR A N VB 97, CAS-0244E 4 157 EAL
TR ZE pai(Rituxan®) Eam@ i (A) /756 00 B) T E ot st .

[0050] &7 1% 7~ HICAS-024 56223097 FImIA FidiE (fludarabine) IR H 06 b F 76 A 5%
T A MUtk 293 (MCL) 4H ffiRec—1 24 ..

[0051]  &[87& o FHAN A N 25 B HLCD3T SMIP 731697 I N S 38 41 Jo ML bk U2 240 i 1 9 9k
AP RIFETEE

[0052] ]9 85 7 HH vbR B2 4011 B i 9 AT R B B BRI T BERE o AE 58 — R R A B — A 2R 1
RS RMEESR A3, 0mg/kgiG 7 BIB BABNTHIF43) » SR Ae 3R BFJi — IR 0 45 24 s I HLAE
5 A4 T HIE BRI o R BIBAR T HH bR L A e ) 5 e (48/NBF ) L BSR4 R AR
TR HE AT A obR L 5 (), FF R ke B TR T

[0053] ] 103275 HH 9K E2 400 31 98 A G832 GRP AR ¥ 97 3 RE o DARE ] — IR 1. Omg / kg 457 424 JF
1BITCRP BAFVARI 53 AE NS — JE IR s SRS AE A H G, 88— A AR DUAE IR 77 S0 AT 1R T .
A GRPZE I HH AR L 20 i 2 5 92> (2JEI D) 5 bR TS 485 K/ ik C T 2 AL HH 36 96 () FEAIK L
PEARFEAG M2 8 A 7K, I HLRR SR B2 TR T

[0054] & 11 57 tHCAS-024 2R 18 B2 w) VT 0 Rec— L 4H Mo A= A< i 43 4 I G A- F8 28 (CT)
K.

[0055] & 125 7t B K 2K T BRI (chlorambuci 1) 15 CAS—-0 24164 1 2K T BRI 4
SU-DHL-64H g A K i 46 4 FH

[0056] P13 7 HECAS—024F1 2% T R 28 3+ X SU-DHL -6 41 A A= K Fy 391 1) 1 FH %) BB R 5
K.

[0057] ] 14A N 7 HH ey 988 /0N B, H e A2 AR ) LU 2, P o ey 988 /0 B FH 7 S DOHH2 411 i 5 Bl
B J5 FlhulgG (AN 1gG,R&D Systems) -CAS—024 . Z&ik 5 A] 7T LA J2 CAS-024 5 253k 5 w) VT 1 41
FRTT o B 1B 7N tH 35 L3R AN T 85 0K B AN /I B 1) e A4 A

7
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[0058] &1 1535 73~ th a7 988 /I R B Ao 1) 248 4 149 ~F- 250 IrfJRa 4k AR, Bt 38 47 984 /N B, EH ¥ 4 DOHH2.4H
Mo 5 BOIERE 5 FHhulgG. CAS-024 . JRIASE H] VT BA S CAS-024 58 1A W Ry T A B0 9T AN
BN E H 0P SE = FIEAR MR ZE RN — R B2 RN Lt < RAE A, 45 i
Al 2%

[0059] &1 16357~ th a7 988 /1N B B B 7] A8 Ak B A7 356 B 93 EL , B £ 98 /08 B BR ¥ 5+ DOHH2 41 fg
F8UIFBE f5 FhulgGCAS-024 Rk B E]TT PA L CAS-024 5 KA B Ry T A B4R 97 -

[0060] K17 %78 H AhulgG.CAS-024  RIA L /YT LA S CAS-024 5 2RIA B VT A 1697
Ji » FE R /I BR B I TE) ARk ) R AR 2

[0061]  PE4HHAER

[0062]  fE—T7 1, AAFFHRIRME T CD3TH: 71454 43 FCAS-024 (SEQ 1D NO:253) , H:
se NI TE 20K CAS—-006 (LA R B /N R F0 A CD37 8 3l B ARG 28— LY Sy 3k 85 1 AT AR [X )
AN 2 258 (SMIP) 22 1) o T ok, CAS-024SMIPEE 9 (1) bA & T Hod A PEAEIE 2K
[¥JCAS-006 (il 7ICAS-002, CAS-003 ; Z WLl 51| 2 15) miik 292565 1K RIS, 2) R4 &
CD37LA J2 CAS-006 , ifif HoAth AP ALTE X NIA R (S DL sL 54 405) , A Sz (3) 5 HAR N IRAL T
)7 B PEAELL , 2 DA B 3 B A (B LS 9)3) o ek, A8 A HF ) R $R AL CD3 T4y
FEPESE A FCAS-024 (SEQ 1D NO:253) F T8/ BAN M BLIA I7 5 555 BAN a3 12 AH S5 1) 22
T8 BT 7 154G T AR 2 E N AR SCER AL CAS-024 , BT IR AN A 75 228020 BAH iy
BOARTT 5 5 BN LS A IS I

[0063]  £E 53— T, RAFH N AR T HTAATCD3TH: L4 & 5+ AN D RE AL 52697
) (B ZRAR S FT) BIBA A A LA A BAN B 7 5 7 BAN RS PEAE R 1) i 2 &
MIRNTTE: %A AN BRI 4 3% A S X R A P RNE A 3F 7= 42 T A i B2
RINBIT T %

[0064]  BEEAN M I AN I N AT FRAEASE FHE L ARAE K E SO T AR HNE
(R AR AT T B « HARE SUAEAR NN AR5 AL I

[0065]  FEAULI A5 Hh , ATATT R BEVE ] 7 49 b Y | b 49 ) B 3 0 el I 2 e ol 0.4
T2 149 3 B o PR AT AR B B 4R, DA S R Y, A L 4 5 (B #E  1/108011/100) 5 B
Ak FAEVLEH o Bh AN, B AR S ULEH , AR SCH 28 13 S AT AR] P R R AE 481 A0 2R 5 40 3 R/ VB
JE PR B ATEART AL 3 ] 2 2R A g 0,58 iy 71 28 (140 3 ] A P A AT 5o G AR SAT Y, “407 B R AR
FH e o o W SRR B e Y L AE B R 220 %, BR AR SAE VLR o B ERAE, A SC
5 AR “a” Fl “an”” Je 48 “— AN BLEAY Fra 28 K 53 o m] 3k B9 48 (a0 “BC°) REFRfg
TR IR B B — A B BHATATAL & WA S Y, RS “45 (include) ” 114G
P (comprise) ” Se [ SUAT A« BhAk , B2 HRAE , A ST IR IR B 25 7 A BRI AN R 41 A
AL A DB AL A DA FE A FF B E Q0 (R B ME S B0 A 0 20 B 5 kb f o
[RIFE R o D] U , o o 25 A B A R R e R AE AR P 25 B LAY

[0066]  HZMEAR NG, “HA M B A X7 AT Lo, a0 B A DLUR Re JI AR &
1+ 22 IR S5 IRBIUIR < 7 e P b R0 AN &S & AR 4 93 (B1anCD37) B2 T — MR AH R BUAS [F] 43
FIE AW LEAE (assembly) BUREAE (aggregate) , Lk & Fa e M EUBEIN 1 . 45 5 X A
FEATAT RIRAEAER A B 1 B B B 20 7 A 1 A4 5 B At B I SEARI 25 A AR 18
O R0A 2 i T % 2 5 5 PR b &5 A R 5 BAR 1) AR 8 FF 8 25 10 45 6 45 M S A N, 4 665
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WesternE1 75 .ELTSAE Biacore s #7.

[0067]  ARAHFHWEMEEEWIRLEMAEARYS S R2IENEE, O “Fr i
BUGTEIEE A7 SEAR , AN 2 25 456 W RE it v A7 72 1) HoAm 2E 43, a0 R B AT TRA ] oK T B A
T2510°M . 10% . 10 M L 103 10"t 10" OM T LoMMTE L 10 M B 10V MT 1 2 A1 7 BRK . (B4
SE LA M TAE FIR P 45 A B0 BN /M) 5 5 80890 F . “ER AL S5 A S5 s fe B
HEDLOM L E D10 #2100 B 10 M B A oM B A oM B b Lo ER
B KA A 45 A G5 MR . “ISIE AN ™ 45 B 5 e fe BB miAs X 10 iAo',
EIE10OMT, Ak 1 0°M B B AR (X Kl I 45 A 5 ey ek o T e dth , SR AT DA S SNBSS B 45
FHELAE P P48 A 5 5 B (Ka) 5 B2 M (BB 107" MZE 107°M) o 22 HEAS A FF A 28, 465 45 45 A6
Z K ARG B A B SR A ] AT L EOR R G o g (B0, Bl fllScatchard et al.
(1949) Ann.N.Y.Acad.Sci.51:660; F12E H & F|H5,283,1735 . 555,468,614 5 , B 2 [
[#1) o

[0068]  RiE“CD37THE RMEL G0 RIEUE AL 10 (FHnE AL 10 103 10°M
10T 10T 10T B 10T I KakE R MRS A CD3TII R A 2 Ik SRR ERIK .

[0069]  RiE “CD3THE FMELE & 45 M S FaCD3THE PR 45 &0 1K) 1 73 BR 45 A 4, ik 368
43 B 45 M A T %4 TR S PECD3T 45 4 L CD3THR e E 45 & 45 M3k 1 & (HDVR A CD3 T4 5t
PEEE A F IR HoAth 355 90) PAZ AL 10 (B & A 2510 108 L 10" L 101 M T
LOMM L 10" M B 10MM ™) AYKah ArCD3T . CD3 T M 45 & 45 Mtk ) 5 7] LU DA CD3THs
A DT I ERI CD3T e 7 1t 45 B 45 ML FECD3 T4 ¢ M scFv AlFab B, JLAT DAk
45 40 5 v B A4 G 28— 1 I HLCD3THAA o

[0070]  ARAUIREL AN 51 Fr B 1K) 58 T OB BRI AGE SR F BOZ AU N FRAF 09 25 X
B AR ST AR SE o 491 1, ARGE VU MV 23l 8 K B AR R A RE (R P AR S B (X o Al AR 4
A X RN “HAMNRE X (CDR) A1 HEZEX™ (FR) [ 40 5 1  BH 8 57 5 19 I X B 2 il o A7
“O A “Cr” e 4R e BRE EEE X, BRI 0k B FUA 2 A RE R 1E 5E X, 3 HEE 2 X p 2R
fift A3tk — 20 3 9 Cun « Cuiz « Cua R Cua 1L 2 [X. 45 #8133k, 3 Bk T (X Bl B B AR [R] AP 2 (TgA .
IgDIgE TG TgM) o 73 fE 52 [X 25 Ml P e X (“PI 45 B X)) , o8 £ 553 WiADCC
(OB TE A M A T B 40 B EE M) CDC CRIMAS A6 1 40 i 25 ME) FIRMASS & 1 e Bk A
IR D RE &5 BF SR X T 8 Z Fe X 1) 2 IR B AR N 32 R AL & DL L
AR (3 WCapon et al. ,Nature,337:525 (1989) ) I 45 /5. b, B A Fe X [
Z RV L BRI BRI 2 AL

[0071]  “BGHEX” A& AERE A 8 A 3 N CD3 T4 7 1 45 B &5 R38R 53— X (Bl 7ICH2 (X)) 2 1]
HER NIRRT, UL IR A & A TR 4 7 45 437 (I RAZ A Z110%7
1O 103, 10"M L 10Ot L 10 M L 10 M B L0 M [ Ka) o 78 HELe S 7 22, B0 BEIX S
Gy Rk BB

[0072]  “FuyZe R 2 BCRE X A& 45 B A A A % BRER 1 0B X B A 1 B AR A e Bk
BUREIX

[0073] 4% R SRS AT, e BR 8 B0 X A DAAE DL RE it — B B N =AM X s UL
BE X AZO XA R YR BEIX o VB B X A 45 M CH ) 8 238 A iy 2 B P R @ B 55—
R HE I LR , BT B8 — AN IR0 A 1 2% L B () T R 1R AR B0 56 — A P iR
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Bk o EURECRE X I S BRI T BERMEA OC O BORE X 5 FRE R Ry, LT Ui
B R IX 3 HE CH2 485 W I 1) 2 3 R o 3 B dB CH2 (R % 3 o [A] B o A TG LI DB BEX &
5 Cys—Pro-Pro—Cys (SEQ ID NO:264) , 24i#id AR B s AR , 1% 5 5 B hk
BN AR B ERAR UK, TR 1

[0074]  GnAR S I B AR A 4 s 2R 1 BCRE X 2 48 R SRAFAE [ 488 A\ P fds B (1) CHL AN
CH2[X 2 [8) 3 ECHUFICH2 X [ B IR 7 o B & A LI ECRE X A2 O BCBE X FAECH2IX ()
B3 )T T BCRE X 40 o 7 A9 PR I B A 2R A 2 SR B BB IX 2 TISEQ 1D NO: 90T~ A
TgGUECHEIX , v M e 1) B R ooy 22 B R 2 R oy, BT 10N & 2 B2 (EPKSCDKTHT, SEQ 1D
NO:263) JE Ak I ECHEIX , T 21420 £ (CPPC, SEQ 1D NO:264) R OEBEIX I H.
i Ja AR R & T UFEEEX P I8 — N BRI HAS & CH2I 353 -

[0075] A i M AR 2R Aoy R Bl 1 BCRE X BB I S B BR EE VBB IX” B fR () HA £
1530 %6 1) G 2 B 50 AR 1 B A 7R e s 1R Bl 1 BCRE (X (1 221825 %6 020 % . 15 % 10 % 555 %6 &
FEREURELERR) 5 (b) KE R D A0 E IR (5 012,13, 1480152 BERR) (1 B AR A
Fo IRV BCRE X IR 93, HoA 23830 % 1 2 LR A8 (B0 27525 % .20%6 . 15 % + 10 %6 B,
5% A HURE S ) L B (o) B I O BCRE X 1 B AR A by R R 1 BCRE X (1938 4 LK
AL AEA.5.6.7.8.9.10. 11,1213, 14815, 8% /04.5.6.7.8.9.10. 11,12, 13 148151 %
FER) o AU I B A Y e g 3R B 1) BORE X A AR B B 1 T DT e MR A A 5 A IR
—IX (BIWICH2[X) 2 [A) FF & e AT InT , & o VP i fl & 8 A e e 1t Hh 255037 (R B A & /0
Z310°M 10" L 103 1o M 10O 1o M 10 M B 10 M K Ka) o AE B S i T 2
A Y G 9 3R B 1 BCRE IX R ) — AN B2 A B R e 2 T DA — B A HA R R
e (BAn— AR A 222 TR ik ) BT BUAR o SR ) # % B3R ER 1 SR X A] DA AT e B g A/ A
A R 2 3K B 1 B X I I 2 PR AR B e s — B B R ik i (191 22 U PR VR 2) BT ARG
[0076]  “¥E4%E+ (linker) ” J& 45K B4 7] AR X AR EE 7] AR X e AE — i H R it 5 A T
2 S5 A U A ELAE FHAHZS B 18] G - DR I 2 L 1R 7 31, X REATE A5 B 22 Ik R U e 1t 45
4CD37,

[0077]  fA SO “RTAE (derivative) " s 8L S AL 2B AE W) 7 B i TE X
HAEL F SR AT B (8P B B) AT LLNEHEN A YIRSl “iT 4
W5 “FAUY) (analogue) " IANFILE T, BB AW AT LAAR AR R A0 AR 4R JERL, S8 1
BHEL G A FVEA B SRAUD” (R U6 I RE AT A4 7] LA AR T R A M 40 2
ol P EE VR T G, 5 R A B B AL T AE W] DA S K I B AT DL A o R
(1) B RE A ) AR e 1) (461 LA 8 R B CU 38 (1) CDR 5 Pk 8 R 5 A% e A8 HE XS T BB AR 1) 5%
A

[0078]  “BZH M AHIC 1) o3 fiE BB I A2 45 S i TR BAH M PR BSO0m 9 TE8 1) 38 ) BT ()
R T o 491 T, BZH BRLAH 9% (1) 99 RE BB J T DAL HE B AT 52 HR K B R B 1Y DNA B At 41 A
0 3 1) 20 B PR AN 2 38 B o S R BN L v MR AT DAL R RRAE A T AN TG 24 ST I At i 7 22
ANIE A K P 1 O T2 B 3 1 41 B 3G B & X e s ] DA LA 49 T 4 e 4 P A A 4R B
— B 2 R A, T M B AR PR, R PR BRI o BT AH S IR 9 E BUR A
AT DABLHE S (R fu A 7 AR 9 B B oA () 7 A BROSE A R DA TR KT P AR B AR I R
A o AR SR P FE B S O BAH M T T DA R AR FEBAH O 1 R T b IR AN e AR AR At T
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Hh L BT DA FE T 1) A3 2 B > 9 e 3ok o AN Y 1 i 2 B 45 TN i B e A B
IR

[0079]  “V&J7 (Treatment)” B “VBJT (treating) " f& 48768 7 Mk (therapeutic) JIT B TP
P (prophylactic/preventative) ¥G97 W8T TRIGIT AT LA 425216 T AN I 2 20— A
P e IR AT DA IE 22 AR B AT PR o IR AL , BT HoAth AH O e T i R A

[0080]  #F LS A o FEUL SN VRIT AN E EGHE) "B 8E EUNE) 7 2462
DL IE#E G T I 9w B — D B 2 MR B SCE AL A IR & - 29 B T 3 s PR R 2, B
TS 2B} G TT A BGR &R 1R BRI Z A - U T AR I A SO E 2 18 TR T AL
RONEHEE DA S &, TR E LA A AR 4525 . AR HEERZ E R, — B 2 MR
LG ] DU R R B 513 AT 45 24, B DN LA G &= .

[0081]  “H A BLEENE A 5 75 BAN ML M AH IC B9 B0 I MR 28, Birad A4 o i
T3 BOPERERE TR AT LA EH 5 (1) B2 e i 4 BB 44 Y 365 9 Py = 3, ] DA 3 e 5 (1 B4 v 12 1T
Ak, BCRT DL Ik B A M V5 AR ) T IR o 3 P T 1) S 6] S BAT L % i e BB AT L e
(151 B2 g ybk 2928 B4 A (1 18 BRBZH M - B 9R0) LA B B 044 ™ A e ik (49 2 993 B DA AN
T8 (Y BYH M B 5 2 38 25 T4H B B 2 BB H HAR o0 S B MY 1 16 42 B 5 BUR AN IE 4 19 T4 g
BN AE ) 7 o

[0082]  HAth g AIRMEAER N F W AR LA FEAHEA

[0083]  AVEAKCD37H: BPhss &9+

[0084]  fE—J5 I , A AF N B RMEAIICDITR RG0S FA DUE &
NIEALCD3 Ty VR 45 & S5 M I AR AT IR 20, G NI HTCD37Huddk . AJRALHCD3THiAA I
Fab Fy Bt - NIEACD3THE 7 MR B BEFY (scFv)  NJEALCD3THE - MESMIPER (I - AJRALCD37HF 7
PEPIMSER F (F£ ) J7 [A) A0 2 SMIPAH 43 il & B 1) N4 CD3 74 5 PESCORPTONER (1 A0 15
F b NUEACD3THRE 5 11 45 B 5 A U HoAth XURs S PR B 2 5 e R4S & 1 - SMIP R 3 W
il & SMIPEE [ 1 77 VAR PRI 7T LA LT, 461 a0 38 (B & Rl A A7 552003/0133939 5, 552003/
01185925 F15£2005/01360495 LA KWO 2005017148 il #PIMSEE [ ) A6 44 F1 75 v ik T
EEPIES12/168,8755 1, Hil % SCORPTONEE (A 1K) 2 7] BA LT, I anPCT H i 23 Aii 55W0
2007/146968"5 o HoAth 7= i 14 1) 2 DhBeft-& g 1 A] LA LT, 4 a0 38 [ 5 R H i A A6 552006/
00518445 3 [H L H) 557,166, 7075 o FL Lo 0URE MR B 2 55 PR 454 B2 3 AT LA 5 CD3 T4
FethscPvl— AN 2 ANAR IR A S Bk d A 1 A 4 & S5 .

[0085] A VEAK.CD3745 Stk 45 A 4 M,

[0086]  JR M VERY “ NIRACDI TS S P 45 A 45 R 980 A2 45 S PR 0T CD3 7Y S i Bk R 1 P A
X, HAS 2 b — A AHEZEX

[0087]  “AAEZEIX” JE 48 N Sy SRR 1 ] A8 X B AR 2 (RIRARAEAE D) AEZR X, B X
T 2150 % Itk F £145% .40% . 30% . 25% . 20% + 15% . 10 % 5% B 1 %) [ 2
FEPRER R B B (B A 7E R RLAr B — AN B2 AN R S5 2R A HE SR X 1) e S IR ek gk
AT HUARD) BN S BR 8 A AT AR X 28 B AE 2 X, BUR A i X A 2D T 2950 % (il 2T
45% .40%.30% 25%20% ,15% 10 % 55 %) 1) 5 3 PR B o T A BR A (191 1 7E 22 8 1) Bk 3
B B A/ BAE N RLAT B — AN B2 AN A S BRIV HE B IX 1) S L IR bk i i AT HUAR) 1R
N Bk (AT AR X [ AR R HEZR X, 38, 75— 7 T, FEAR T G g8 i 1
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[0088]  fEIELCSLE Ty S, AHEZRIX 5 A G 3R [ W] A [X (1) B A YA ZR X o AE FE 28
fh sy o, AMEZRIX A& BATE L 24 34 VAN B A B 1 E R R B A BRI A A
PR A ] AR X R AL IX AR FEEL ST T B, AMER X 2 AL 2.3 44
BSOS B SRR B R B AR A e B3R ER 1 P AR X AR I HEZRX .

[0089]  fEIELLSEyf Ty Zrh , NIALCD3THE &5 S &5 i & 2= D 14 24 34 445
AL 64, TA B8N A N IR EEFRL . N T BEFRL . N R FEFR2 N FAEFR2 . N R BEFR3 . N T
FR3. N#2BEFRAFN N B BEFRA AKEZRX (FR) o

[0090] R4 AFRENLA R Bz : SEQ 1D NOS:140-146 (A E4EFR1) WSEQ ID NOS:147.
15041151 (N E#EFR2) LSEQ 1D NO:154-160 (N HEFEFR3) .SEQ 1D NOS:161-163.168H1169
(N E#EFR4) LSEQ ID NOS:170-172.17541177-181 (NBEFR1) JSEQ ID NOS:182.184-188
1191 (N2 5EFR2) LSEQ 1D NOS:194-198.203F1205 (N #4EFR3) FISEQ 1D NOS:206-210
(NREEFRA) o HoAth 7= 1 PRI NFRIX AT DAL T A SCHR A CD3 74F S PR SMIP & (A H K FRIX., By
R SMIPEE 9 51| 71CAS-001 . CAS-002, CAS-003B{ CAS-024 ,

[0091]  A]REAFAE T CD3THF F M 45 A 45 M I N FRIG AL HE A SCHR AL - 49 PR (R FRIF) A2 4
HA IR BIPE PR AN B 2N Z FE R A B R B Bk

[0092]  fERELesyf Jy Zrh , NIEALCD3THE Rt 45 & S g a5 () B3 NREEFRL AR
FEFR2 . N R BEFRIA N R EEFRAM N VR AL AR BE R AR X, B0 (b) 05 N HLBEFRL . A EEEFR2, A
FBEFRIFN N HEHEFRAM A VGAL B AR X

[0093]  ARSCIRUERICDITHE R VEL A S ML B E 14 2 34 4 L5 E6 N CDR 1% 48
CDRA] A1k H 428 CDR1 CDR2FICDR3VA K2 H HE ¥ CDR1 . CDR2HICDR3 [ E A CDREL L A2 1)
A NCDR o 7E R EL ST 7 22, CD3THE e R4S A A5 i IR 75 (2) B3 R BECDR1 R HECDR2FN 42
FECDR3M 2 BE ] AR X, A (b) F95 B BECDR] « H #ECDR2 AN HE 4 CDR3 [ B BE ] 2B [X

[0094]  JR5IPE A CORESLFEWISEQ 1D NO:61 (RASENVYSYLA) BRSEQ ID NO:62 (RTSENVYSYLA)
B B 2 85 CDR1L L WISEQ ID NO:63 (GYNMN) P i B 4% () CDR1 . WISEQ 1D NO:64
(FAKTLAE) Bl 7= B 42 85 CDR2 ISEQ 1D NO:65 (NIDPYYGGTTYNRKFKG) Jifr 7 ) B2 B4 ) CDR2
WISEQ 1D NO:66 (QHHSDNPWT) Flf 7~ ) 42 85 /) CDR3 . AISEQ 1D NO:67 (SVGPFDY) Fl 7 [ B B 1)
CDR3, WISEQ ID NO:68 (SVGPFDS) Hron iy EAFEHCORIMLISEQ ID NO:69 (SVGPMDY) Fr/n i) &
B [CDR3 o LI (1) F BECDR1JZESEQ 1D NO:61 (RASENVYSYLA) 3 H A% 1) 5 % CDR3 A0 5 SEQ
ID NO:68 (SVGPFDS) B,SEQ ID NO:69 (SVGPMDY) .

[0095] At 7 48 1 f¥ CORELFE RISEQ 1D NO: 128 (RTSQNVYSYLA) 129 (RTSESVYSYLA) 130
(RASQSVYSYLA) 131 (RASQSVSSYLA) F1132 (RASQSVSYYLA) Fi 7 () 5 8E /K CDR1, WISEQ 1D
NOS:133 (SYMNM) A1134 (SYWIG) 7~ 1) EEEFICDRL, #1SEQ 1D NOS:135 (AASSLQS) 136
(GASTRAT) 1137 (DASNRAT) Fir7 i 52 8541 CDR2, fISEQ 1D NOS: 138 (ITYPGDSDTRYSPSFQG) A1l
139 (RIDPSDSYTNYSPSFQG) 7~ ) B £ HICDR2, @ISEQ 1D NO:220 (QHHSDNPWT) Ffr /s #2551
CDR3LA A WISEQ 1D NOS:211 (SVGPMDY) 212 (SVGPFDY) 213 (SVGPMDV) 214 (SVGPFDS) . 215
(SVGPFDP) 216 (SVGPFQH) 217 (SVGPFDV) .218 (SVGPEDI) #1219 (SVGPFDL) 7 ) B B4 1)
CDR3 o HAth 7~ 461 P4 ¥ CORAD, 455 4% SCHR AL I CD3 745 S PESMIP & [ HH I CDR 6

[0096]  7EHLLLSiE 7 S, CD3THF St 4 A 45 M3 & N JRAL R B mT AR X, BT ik A4k
BRBERT AR X L I A iy 2RI AR w0 N REFRL VR HECDRL N R EEFR2 VR FECDR2, A

12



CN 105198997 B w Bg B 10/50 7

2 HEFR3 iR HECDR3 M A 42 HEFRA

[0097]  {EHLELsLyE 7 &, CD3THr e ME 45 A 5 M & AR AR BEn] Z X, BT ik A YRk
B2 B ] AR XN G R iy B R S R i« AR BEFRL L WISEQ 1D NO:613K 62 7 ¥ 52
CDR1. NFEBEFR2.WISEQ 1D NO:64 TR EECDR2 N2 BEFR3 L WISEQ 1D NO: 66 Fi 7~ ) 4%
BECDR3AI N AR BEFRA o AF HAh SE it 77 22 v, CD3 TR S Mh 445 & 45 /s A0 5 DL S N AL i ] A
X, B4 [ DA AR R B mT AR X 2H s B DA N IRAL e m] A8 X ZH R, Bk AR AL AR
AT AR XM IR A i 2 R FE R A A WISEQ 1D NO: 171FRi) N BEFRT . AISEQ 1D
NO: 617 f 32 BECDRL . WISEQ 1D NO: 1827 NFRBEFR2 WISEQ 1D NO: 64/~ 11 #2 5
CDR2.HISEQ 1D NO:195f1 7RI N2 BEFRS . AISEQ 1D NO: 66 T 7n [ BECDR3 . FITANSEQ 1D
NO: 206 Fr 7 i N A2 BEFRA o JoAth 7= 81 14 1 A JRAL B2 BE WISEQ 1D NOS:237-240 7R 3 HALH%
ASCHRAER NIEALCD3 T4 S SMIPER [ [ 3 85

[0098]  fEHLLLsL Ty S, CD3THr M 45 A 5 M & N URAL B BE n] A2 X, BTk A Y5k
] AR XN LR I B R R I L c N EEREFRL EEBECDR1 . A BEFR2VEBECDR2, A
HHEFR3 EHEECDR3IA A HHEFRA

[0099]  fEHLLLSLE 7 S, CD3THr e M 45 A 5 WA & A JRAL BB Em] AF X, BTk AN Y5k
B ] A XM L R R v & R R v 5 AEEBEFRLL@ISEQ 1D NO:63Ffr7R i HAEECDRI .
N FEHEFR2.WISEQ 1D NO: 65T~ ) B BECDR2. N EEBEFR3VAISEQ 1D NO: 676856917 [
FHECDR3FN N T AEFRA 78 HoAth SS i )5 2 b, CD3 T4 Sk 45 & 45 M0 2 DL S A VAL B mT
AF X, JEAR b EH DA A5 A EE B AT AR X2 B DA N YR AL EE B T AR X 2 R, Bk AR A
HFEA] AR X A5 U R v 5 R A i A 2 s WISEQ 1D NO: 144F 7~ i N EEHEFRL L A0SEQ
ID NO:63HT/~ K EEECDRL WISEQ 1D NO: 151 Frzn i N EBEFR2. WISEQ 1D NO:65HT/8 K &
BECDR2.AMSEQ 1D NO: 1587~ A\ B BEFR3 . WISEQ 1D NO: 6768869 [T 7~ [ H 4 CDR3 A4l
SEQ ID NO:161Fr/~i N FEEFRA o HAt R 1 PR N VRAL R BEQISEQ 1D NOS: 242-245f 7~ I
HAFEA ST AL AVEALCDI 74 S MESMIP AR [ v 1 Bk o

[0100]  fERELLsL )y 28 b, CD3THr e M 45 & 45 A 4 ] LA & Fab Bl scFv iy B T o AE L 16
(RSt 77 229, CD3THr M 45 A 45 M 380 A JRACD3THE et scFy , Frif scPvAL & il ik i 2
FIERAT — I FR B mT AR X RN A ] AR X 7R HAth St 5 b, 3 R A ] AR X A TRAL
(), 3 B AT A & WISEQ 1D NO: 238F 7~ I N VAL 425 A AZ X FIWISEQ 1D NO: 245 7~ A
VA E B A AE X R

[0101] 75 HAh S 77 Z8 h , SR B B AT AR X A2 N YRR o 4901, CD3THE e PR 45 A 45 1 3k
AL N R nT AR X (BP0 22 0 1A AFRIERBE R AR [X) AR N H58E n] AR B X (f1
WIZNERBUKBR) o TG, CD3THr 7 M 25 A 45 3 mT DA 2 JE N T A2 X (1] 4/ BR BRCK
RO AL BE AR REX (BP 5 2 DI AFRIEFERT AR X) o P RS ALIK CD3 T 5 1 &5
A G5 MR T AR “Z2 28 19 AN —FE NCD3THE P45 A 65 M7 B R A I CD3 TR S MR 45 A
ZEFIEC

[0102]  FERELCSL Ty b, NUEALCDITHRE 5 1tk s cFv A8 BE AT AR [X 1) 7R R ot od ¥ 4 1
T o2 1) T T AR X1 A R i o DR B, 5 3 1K) s e F v A e G 35 oA g 8 HL AR 3 AR i EL AT - R
X GEREF A E R AR X AR S AR S T R, NIRALCD3THE P scFv i L R AR X
10052 e AR v 100 o T 2 4 B R T AR X 2 R i o BRI B, 15 B (1) s e Fv ML 2 R v 22
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HBREARm B BRI A X GEEFMEFE X,

[0103]  fERELesyfiJy Zerh, e H A 5-30 M2 1R , 9 1 15- 254 2 B R o 71 HE LU 5K it
T BT GlyaSer) w, HonFlmm] DAAR R S73% F 1 2250 54 45 40 , 75 HE e ST it 7
Z,n 43 Hm1.2.3. 4805 AERL S0t 77 o, 1IN BL2ANBR T GLy Bk Ser [ 2 R 7] LA
ATAE TR AR vy 2 2 AR v O A A ity o 75 8 HAth St 5 2 b, 1 B2 BR TGy B Ser &
FEIR ] UL T AU F Gy B Ser, TR L % (GlynSer) w,mMinl FSCHTIA 7R
I B B TISEQ 1D NO: 229 78 (17 1) (G1yaS) 5.0 oAt m A8 12k (K1 355 F 7 91 i o 7E
SEQ ID NOS:225-228+1,

[0104]  ZEIELLSLE Jy S, NIEAKCD3THr e P45 5 45 MY IR ER CD3 T4 e P 45 6 0 1 5628
ImAbTE X CD3TIN 45 A i F <, FEIXRBLSLE T 2, 5CD3THs PR 45 A 45 M B CD 3 TE S+
YL & 7 AAFAERT1G28- 1mAb ] CD3T 5 A AH L , 78 HARCD3 745 e 1t 45 & &5 b b (B e
CD37 R FEE L AA) BUCD3THy e ME 4 & 7 A7 AL , G28-1mAbIR CD3 745 & ik /b o 56 ¢ 1t 45 G o
)2 A RS PA) L T 5 1 G0 S 5] 4 -6 H A (1 IR, I H AT DA T 1 08 25 58 I CD3 7 Tk
G5B I IRELCD3 TR R R SS & 0 2 1 RE B 5628 ImAb T+ X CD3TIN 45 & o

[0105]  AVEAKCD37HE FESMIPZ ik

[0106]  fEHELLSjiE T e, CD3THE M4 & 9 F R CD3THr 7 Tt /IME Bk G 5 25 4)) (SMIP)
Z IR SMIPEE [ 45 & 45 i - S BREE A Rl & B 1, Fidt SMT PR [ 38 I\ H 2008 R 208
FEAR A VR AE IR EE A IS5 5 A5 I (B A scFv) BCRE X NI R. 45 74k (191 an TG
CH2FNCH3IX) o FEALIE B SE it 77 S, BT CD37Hr 7 M 45 A SMIP 22 ik 2 A JRAL I .

[0107]  AJRALCD3THE 145 A SMIP 2 JIK 1 ECRE [X AT DA A2 G0 B BR AR (A B BE X o 7F - LU St
T &, FTiR B HE X B AR A G Bk iV BCBE X, 1 T T g GBSO  TgAREE  TgDECHE \ [gE B HE
B HA, S A O BB X B (B g4 2 20805 2 1 5N AL R o 78 S e 16 (1) S it 7 2
BRI T AR A A TgGl AT1gG2. AT1gG3 A TgGamlk H: F Beal AR AR i AR 8B X o AE—
BE L 77 G, BT B [X A B AR A s R R 1 BRRE X BOH R 43, 9 0 N\ e B3R 1 BCRE
X o 3% 6 S2 i 7 22 (1) 7 A 1k AR 450 B 42 ASEQ. TD NO = 90 Fif 7 [ B A 8\ TG TR R X L fISEQ
ID NO: L1571 B AR N TgALE%E W NSEQ 1D NO: 1167 (1) BFA4E A TgA2%5% %% « fnSEQ
ID NO: 1187~ B A 7 A TeG38%E  ANSEQ 1D NO: 2587 i) N T eG4 8% 1) 343 A1 11SEQ
ID NO: 1277~ N TgDECEE o £E HELe STt 7 S, 7] UK — AN Bl 2 A2 ik R TR AL s n 221 B
A I A g5 R 1 BOBE IX I R B R i R Rl A B A B AR R T H R 43 o 1K B U TR TR
FEEFR N B3k GGunetion) Z R (3 W#4) .

[0108]  fEHLLECSLyE 7 S Hp , Bl BCRE XU 1) (RAZ(R) B A2 Y Gy 3R B L BCBE X,
TR (1) A TR T @G by BR i 1) B X T B A A0 02 TR i 1 BB IXC 1) e A ) 358 4 o 481 4, T
R AE N TG UEBCRE X 5 A7 3 - I G I8 ke — s N A g 1) 1= DR Sl BR A PR 38— P IR
BB X s CAC 3 14 22 I 2R A2 35 =~ I B8 o A U St 7 R vh , SRR A TG LECREIX
A TR I 2 RS A » 461 40 55 — 12 e R e 22 S B A ) N TG LB BE X o £E 2 Ay
SEHETT R, AR N TgGLERE X AN BAT — AP I 2 BRVR i o AE FE L St 7 S8, A 1gG14K
B DX P B = D U C— A i 1) I 2 B A 197 0 22 2 PR LA o 7~ 81 PR 1) AR () N TG 1R X
WISEQ ID NOS:92.94.102.104.255.256.106.108.257.96.110.112.98F1100 7 o 7= 51 Pk
(1) 52 (R84 BN TG3 B EE X ISEQ ID NOS:120.126.259-261. 12211 24 Ff 7 o 75 Hh e 5
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i T7 ZE R, AT LR — AN B AN R R R R AR N B TR AR ) S BR R  BORE IX I s B BUR R
A E R G A AR B T 43 o 3R AR U 1) B X Y SE A /ESEQ TD NOS:231-235H1 LA
FMEFRIR

[0109]  FERLLLSLiE Ty B, BB X U B A SR A M Bk L BCREIX 222080 % , &
b81% & /82% . &2 /083% . & /84% . & /085% . &2 /086% . /87 % . & /P88 % & /b
89% . 5/090% £ /091% . 5 92% . E093% . F94% . E095% (F 096 % L E 097 %
2/98% 22299 % [A]— 1 7 31, B ik B A2 Y G % Kk A 1 BCRE IX 491 A B A= N TGl TgG2,
1gG3.1gG4.TgAl IgA2. TgDFITgEEHE

[0110] 78 HAth S 77 22 v, e AR () 53 X ] DA TP AR Y Gy 3R il 1 BCE X (19 TGl
BREX) IF H 2 5B AR R G i Bk B T BCREX ARLL , &7 — AN B A (401 .2, 38%4) FR N . —
MEC A (W01 .2, 3804) Bk — N E A (BTN, 2. 38504) 2 IR AAR (] dn £k = 2 2
MR BB IR s B LR AR B BRI A, (H AT IR 2B T SR IR B & TR A
45 E B4 A S ISR E A DA S R FRAH BLAE R 2R BN 4 o B i\ | i 2R B
AT AR B A2 T G 2 SRR 1 BCRE X (R AT A7 L, B G A T 2 B BOR B R om B 3

[0111]  GIARSCHTIA , CD3TH: S PESMIP 22 Jik AT A 75 S B3R ER [ Cuo X o AERL LS 7 2
FITId G 12 BR B 1A Cuna [X A B A TR G e BREE 1 Cuo X, 18 015 A 2R A G 0 BR B 19 Cre X, A 45 B A2
B NIgAl.1gA2.1gD IgE.I1gG1.1gG2.1gG3.IgCARITIgM CuolX o 7F HELb St 7 2 b , BTk fh s
BREE A CralX & A 1gGl CrzlX o

[0112] A 5E 2 HAhSE Rt T7 221, ik Ho % BRER [ Cna X B2 () B AR 70 e 2 33k B 1 Cna X
201, Fir I A 14 BB A Y G g BR AR 1 Cua X AT DL & A TgGl CualX , (HAEAT B 23452238253,
279.310.318.320.322H1331 LA 1D 2 3 AN BIGANRAE (USRS, Ward et al.,
1995Therap. Immunol.2:77-94) o iX L84 B 1K) TR AR B BR H0 A4 40 M50 Pk 248 /-5 1 48 e
B (ADCC) V& T, Fe 2 AR 45 & Be M/ BURMA LS & o

[0113] A SC TR , A VEALCD3 745 Sk SMIP 22 ik m DA, &5 9 03 3R 25 1 Cns X, o 7 HE L8 52 i
Tr&EH, B BRER [ CuslX 2 IR B AR R e % 3Kk B 1 s [X 22 JBK, 048 Sk B AS[F 40 R (B
B~ K BR BCHA T FLENA) AN [F] Sz Bk 3 R AP Y (91 i TgA TgD TGl 1gG2. 1gG3 18G4
TgEB [gW) FIATAT — AN P AL A Cus X o 7E HA S 7 Z2 0, S BR 8 1 Cus (X 22 K2 TREAZ
P JEBREE I Cus X 2 IR o S % 2R A Cus X P R AZ ] DAAE— DB NS 5 AME L BRI E
it A7 T HA33EINA34

[0114]  FEREEESLlE T R, NI CD3TH R HESMIP 2 IR AT L& — AN B2 A HAR X o i
W A [X AT DL A A7 T2 K S F T A I SMIP 22 Bk 19 20 WA 1K) B -5 771 HeAhFe V. [X. (4511
TgMBI T gE I 7 A= Y B AR (1) CualX) A7 T R I A oy T 265 s Bl 4liAk A 1 230 5 971 (il
FHT A B2 Y R ALFR RS , 4G 6 20 2 IR bR 28 BUFLAGER A7) B HH ir e PR R0k R4 (1) 3 AT
AR P A S R PR TR S o AR FF N 2 1) 7 4 P IR RT3 B B R SR i 52 7 91 B A, 491 201 G SEQ
ID NOS: 223F1224 7 7 (1) H L8 7 771

[0115]  ARAFHEAFERINE 5SEQ ID NO: 2 i I 22 ik %8 2080 % [A] — P (11 41182 %
84% .85% .86 % +88% .90 % .92% .94 % .95% .96 % .97 % .98 % 599 %) [ CD3 7! 57 PESMIP
Lk, Hodt Pk CD3 74 S SMIP 2 JIK 45 4 CD37 o £ HoAth SE it 7 %2, 5SEQ 1D NO: 2B &
21380 %6 [F] — 1A 3 L 22 Jifads ] DA AL o 7= 91 PR RN VAL CD3THR S PR SMIP 22 Ik 75 16
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DL AR S B BR 7 2 B AR 1 2k B DA T AR ART S 2L R T P AH il B 326 F DA T AR AT 2
IR H 4R : SEQ ID N0S:6.8.10.12.14.16.18.20.22.24,26.28.30.32.34.36.38.40.
42.44.46.48.52.80.82.84.86.88F1222, Hovh FIr ik iy 5 /3¢ 71 & Bk 2 (19, LA X SEQ 1D NOS:
247-254F1266-269.

[0116]  fA SC T R <P F [A) — 1™ & Fe 7 b o e %) 9 HL o 75 B0 36 5N 25 467 LLIS 3]
s N F A E b s, 3 HASKAE AT R 57 B BUARA N A — PR 8 4, — e 2
MRARLIRREEE 57— 5% 2 K7 7 B & LR AL — 800 B 4L ol IENCBT BLAST2. 03K
4, WAl tschul et al. (1997) “Gapped BLAST and PSI-BLAST:a new generation of
protein database search programs”,Nucleic Acids Res.25:3389-3402f 5% M /Y, 18 H
BB NEIMERZE, & B 77 5 A — M o FU AR

[0117]  fEPLE LT B, AR FF WAL 7 ANVEALCD3 7 5 1 SMIP 22 )ik, He M 2 =
Aty B R FE A I B s AR FEE R AF X (Vi) « (G4S) siEH2F (SEQ 1D NO:229) . NJEfL iR 5E
AJARIX (Vi) AR TeG1EEE W A TgGl CH2[X A TgGL CH3IX o firads A Ak B85 m] A% [X M H
A R i A R R 0 A A TEBEFRLWISEQ 1D NO:63FT 7 B % CDR1 . A\ T 4EFR2. 11
SEQ ID NO:65ff7~HICDR2. A HEHEFR3.AISEQ 1D NO:67.68EL 697~ A CDR3FI A H4%EFR4 .
FIrid N R AL A2 B P AR XM L0 R ong 28 R R v A 2« AR BEFR1.WISEQ 1D NO: 61862
a2 8 CDR1 . AFR BEFR2 . IISEQ 1D NO: 64T/~ 42 BECDR2 . N BEFR3FIANSEQ 1D NO:
66 I 7~ [ 42 BECDR3FI N AR HEFRA

[0118]  FERLeLPl FALIERI Sy R, NEBEFRL JFR2AIFR3 3 AL SEQ 1D NOS: 144,
1511158, 3 H fr ik 5 FRA4D, 27 SEQ 1D NO: 1618162 7F HA MLk 1 S2 it 77 2 rp , Nk
FR1.FR2.FR3AIFR44 H40 7 SEQ ID NOS:171.182.195F1206, 7] et , Firid 4k Al BEHS &
HIiXLESPF,

[0119] i A=K, CAS-024SMTPEE [ (1) BALL HAh AJ5ALTE I CAS-006 (151 1CAS-002.
CAS-003; 2 DWLEL a5 2 F15) Rtk 202515 7K T-3R18 5 (2) 8455 CD3TLL S CAS-006 , Ifif Hi Al
NIBEATE AN GE (2 W LTt 154 815) , AT (3) FHEL T HoAt N WAL 200 7 o 14, BATH] B i 43
TR (S WL H]3) AEDIRHISETE ST b, A AN AR 7037 b 58,
HAD 2 CAS-024 (SEQ 1D NO:253) 8% HHCAS-024 (SEQ 1D NO:253) ZH i . 45 2 , i% A 54k
CD3THE R 4 & 4y F 5 HAM A TR 5 F A, 5 HBHE R A 5+ (CAS-006 , B A7k H /N
FUACD3T L FEFE FUARG28-1 1) Fe )% 2R 8 11 A] AF X [ SMIPER ) B A AR ) CD3TLE A28
177, 5 HA AJEAL S FALE, LR KPR IS, R/ a5 HoAth A YR 43 F A I, 24 fnid ik R
~PHERE L3 (SEC) ZEAL , S HA v B2 19 8] BT o b4k 5 12 CAS—-024CD3 74 R 45 5 7+ 2
S 73 HE A 00 PR A K R 5 K R Y IR P R R

[0120]  AANFHFHNFIEOHE S B HIZR S, HAE Hfd NISALCD3TR: e 45 6 4 S
WA WIZEIR 5], Frid 55 NS VRALFR L CDR A5 AL A2 3 7] AR X A P54k 3 % ] 48
X N4 scEv AT A AL SMIP 22 i o 2 h A 540 CD 37455 s PR SMT P 22 JUk () 7~ 461 14 (4] 43 5 1 4%
R 455 SEQ 1D NOS:5.7.9.11.13.15.17.19.21.23.25.27.29.31.33.35.37.39,
41.43.45.47.51.79.81.83.85. 87 M221 [} AL LLAZ IR 7 F o /E— N SEHE T B, RAFH N
AL G B 1K B A% I 43— I AR AL 5 B A 1 1 = 40 e

[0121]  ARAFF A FFEAFE = E AR SCHTIA R 2 KRR, ARG & & N FRprA
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T8 A LRI Bk 22 K, ikt A B2 - B ik 2 01K .

[0122]  HTEARITIILED)

[0123]  ARAFF N A EIRAE T8 B ARSI O AR BUAR SCA T AICD3 TR ML & 9+
AN e R IT A A ¥R IT (BRI ZEH]TT) o

[0124] M TBREIRITINCD3THR: R 45 6 4 7T LA 7 CD3THr e MR 45 & 45 M 3 ) AR 47T
B2, AAEPTCDITHuAk  HLCD3THUAR K Fab i Bt CD3 74 5 P B BEF v (scFv) L CD37Hr 5t
SMIP.CD374F F P IMS . CD3 745 S 1 SCORP TONAN HoAth A0, &5 &8 /b —FhCD3 T4 FPE 4 & B A 1Y
MRS AEA .

[0125]  FERLdespii iy &b, T 5N IR 23697 RIS 1 T I CD3 TR R R 45 A
SECD3THs e PEPUAR X Ph Ui FE7E 583 Jm A 28 3 40 i 7 Ak i 5L B B 2 1 (Thrid HLDA
Workshop) H T AECD37HL 5 (1) AR Ee i 44, BPHD28.G28-1 \ HH1 \BI 14 WR17HIF93G6 (W,
Ling and MacLennan,pp.302-335TLeucocyte Typing III1.White Cell
Differentiation Antigens (ITIZY (340, 3401 4L )5) ,0xford University Press
(1987)) o HoAth I T BAA ¥R T7 BICD3THr R HE Hi AR AU FERFB-7.Y29/55 MB-1 \M-B371 . M-B372FlI
1P0-24 (Z W, ,Moldenhaurer,].Biol.,Regul .Homeost.Agents,14:281-283 (2000) , ¥iFH T
P A 3X S AR A I 51— AN CD37 R A7, MiSchwartz-Albiez et al.,14:905-914 (1988) , 45 H
T TR R ALAL T CO3THIME IS 4 ) o T LA T BRE ¥R 9T B 53— CD3THE e M P4 /2 S-B3
(Biosys) »

[0126]  FERLdLsiyJy &b, T 5N IR 23697 IR B B 1R TT I CD3 TR R R 45 A
SECD3THE S PESMIP 2 IR o 7- W PR SMIP 22 JIRA8 2 SEQ 1D NO: 2.0 HoAth 7= 481 14 (1) SMIP 22 k0. 4
WO 2005017 148 iR (1) A5 2L 2 K, 18 4 (1) A5 G28-1 scPv AR A T gG 18 AT A= 2
AN1gGl CH2MICH34E M3 f1G28-1 scFv (SSS—S)H WCH2 WCH3, 7 T ik i A5 1 A 1gG LER BE T,
NTgGUEHEIX H BT AT =/ 1 It G I Ve 2 N 58 =~ Pt I 0 68 R o 1) R 2 B A A 22 %
M bk s (2) 5G28-1 scFv. NTgARCEEM &7 F1 N 1gG1 CH2MICH3ZS #4451 G28-1 scFv
IgAH WCH2 WCH3; (3) £015628-1 scFv. iR NTgGLEHEM AN TgGl CH2HICH3ZE #4481
G28-1 scFv VHL11S (SSS-S)H WCH2CH3 , F& b 47 T~ 5 55 mT AR [X (K47 B 1 11 50 %0 BR i 22 % TR
B, FEPTR A8 I N TeGLECRE T , BORE DX BT A = A Db R B 2 A 38 =~ Jh 2 PR R i
RSt () R R B A AR N 22 B IR R s (4) £0.57G28-1 scFv LA I A TG LER BT AN TGl CH2
MICH3ZE M3 1G28-1 scFv VHLI1S (CSS—S)H WCH2 CH3, Hirbfir T 5 5 m] 48 [X i 47 B 111
SR TR A 22 F IR AR, AE PR B i N TG LEHE R , A7 T 85 NS =7 B It 2 R ik ik
FIEE =~ e PR R I ) i IR e 22 T IR VR AR HUAR s (B) A0 7%G28-1 scFv A8/ A TgGl
ERERI A 1gG1 CH2RICH3ZE MIIEIG28-1 scFv VHL11S (CSC-S)H WCH2 CH3, H o 47 T H
A AR X A7 B 1 L) 5 U TR e 22 AR HUAR , 7E IR DU I N TG LEC R, A T 58 AL B 1)
Dt 2 R B e RS, T 58 = A B0~ D 2 TR 22 e 2R i 114 I 2 R o 222 2 PR Wk A LA s (6) L7y
G28-1 scFv.ItZB M AN TeGI B 8EF A TgGl CH2FICH3ZE #4[K)G28-1 scFv VH11S (SSC-P) H
WCH2 WCH3, Hor A7 T H B A AR X (A7 B 1 LK) 5 ZA PR AR 22 B BRHUAR , 7E TR CUA2 1 A TG 148
FE, BBE X 55— AR P R BR VR A 4 A N 22 IR R L s (T) 5 G28-1 scFv. i &
N TgGLECEE M A TgGL CH2HICH3ZE M ¥IG28-1 scFv VH11S (SCS-S)H WCH2 WCH3,
BT B RE AT AR X B A7 B 1L 5 SRR b 22 S R AU, FE T IR U i N TgGLECEE P, BUHEIX
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G5 NEE =P Dt R e 7 A B = Il 2 B 7 2 R o 1) IR 2 PR e R AR Ry 22 S IR B 2 5 (8) 3
G628-1 scFv i M AN 1gGLESBEM AN 1gGl CH2FICH3%S M3 f1G28-1 scFv VHL11S (CCS-
P)H WCH2 WCH3, Hoep 47 T B85 n] 45 [X (1) 47 B 1 1 2 E IR A 22 Z IR BUAR , 7E AT e B 1 A
TgGLERFEH , BREIX Hh 45 =~ Db 2l PR Bk J e 22 ZA R AR s (9) B9 57G28-1 scFv B A
1gG 18 BE A1 N\ CH2 FICH3 45 #35 f11G28-1 scFv VHL11S (SCC-P)H WCH2 WCH3, Hidrfi7 T 8
AR X AL B L e 2 B A 22 AR AR, 7E IR DR () N TeGLECHE T, S — P I B bk
Wy 22 SR ELAC; (10) G28-1 scFv VHLILS mIgE CH2 CH3 CH4, HA975G28-1 scFvAl/NR IgE
CH2 . CH3FNCHAX , vt o7 T~ B B Al AR X A7 B 1 1 R R 22 R AR s (11) 6281 scFv
VHL11S mIgA WIgACH2 T4CH3, HAUG28-1 scFv. /MR IgASEEFEF 4 M TgA CH2FNBR= 4
MR AFLERCTCYI ARG TgA CH3Z5 MJE (SEQ 1D NO:265) 5 (12) G28-1 scFv VHLLLS
hlgE CH2 CH3CH4, H:A5G28-1 scFvAll A1gE CH2.CH3FICH4[X ; H:rh A7 T 85 5% m] 4% [X K] for
B S B bk 22 2 BB B s A (13) 628-1 scFv VHL11S hIgAH WIgACH2 TCH3, Hifu &
G28-1 scFv. A TgABEER B2 BF 4 AU T g ACH2 R B = 4N R L L BRGTCY I A A TgA CH3
S kb4 (SEQ 1D NO:265) , Ho A7 T~ F 8 W] AR [X [ 47 B 111 570 2l IR e 22 2 IR ARG o

[0127]  FEREdespi Ty &b, T 50 IR L2697 IR B S 1R T I CD3 TR R R 45 A
S A SCHTIA I NEALCD3T R PR 45 & 4+, ARG NI HTCD3THudk . AJRALHLCD3THUAA K
Fab F B AJRALCD3THE R P IMSEL [ A JRALCD3 T4 57 SCORPTON R [ FlH At Ao 5 22 /b —
PNIEALCD3THE 45 & S W XU e B 2 R R4S & 0 Rl 2 NI CD3THRr
FEERY (scFv) FIAJRALCD3THE FPESMIPZ ik .

[0128]  ARAFF N E BRI FELLCD3 TR R 45 & 27 B A X T CD3THI 210 . 52 £ 10nMIT
SRAT) AR N FF N B FELLCD3TLE A 7 F 1 73— FHE 2 BRI H 2495 2 4130 K 1)
EIE -2

[0129]  FERLLLSEE )y b, CD3THF M4 & 4 FREE AECD3THE R ItE 45 A H 5628-1 mAb
ErA

[0130]  ZRIKBEHE]VT (4-[5-[ A (-S4 28) Z AL ] -1 - IR IFmk -2 2L T 1R) 2 B A bt
137 (alky lator) FIHTACE S T H 2T RIS BERTT BAT FeAb JE A AR FF R B i e 4k
F A VAR S AT A P M) e B AL A K 7, 3% 5 BUDNA L RNAFI R & Bl DA A
B i PR T o 2R K I BR AT DL S0 1 2R 08 B m VT AR N e AU « $h IR R IA B w) VT H AT B
ZTREANDA"HIRIBOMUSTIN®,

[0131] U IRIATE AT B L b2 R mT DL 5 CD3 74 R Mh 45 & o F Bk A A8 AR IR I ¥R T
AL B — AN B AN B A T [ FF B8 A MRS AL R 44 T B 1 AR va 97 7RI AT DL 4%
AN A ERICD3TR: 4 & FIRA .

[0132]  fnA LBy I ARAE “Pefb A7 52 F5 Be 0 [ A0 ik A 0 4k & Wl Joe B ok [ o 42
BIDNARYFE A o Bl A5 Be b e A (1) 46 A& W0 Pl LA AR “Gefbiml” o 48 SR EL SE i 7 S8+, befk
FIR T

[0133] IR “NERA AU 2 R AU A , AR SELAC I NG e (451 G R M AR S5 124 ) (1) &5 7
FEAEMENA PR EAG AN [F) T A A 1 14> 24N 3N BRAAN B I o 75 491 P 1K) & R ADU Y A0 45 B
WAENSE R | I SN IA (T S WA L RIS PV I ) At T AN v R

[0134]  VAIT I “Be W /R NS AW R 45 ThRe” , an SR I B IR KA & /D — AT
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BE o 78 191 PR MRS SR ) D RE AL HE T PR B IR P 2 R & il E M i R X R &
LR N T BUZ FR DI RE » 1 QI il A2 08 A% 17 B 04 6 L DNA SR A5 I8 L IR 07 I Ul , A & 9%
ADNAGERNA.

[0135] A AMATIT

[0136]  fE—T7 10, AAF A FRAL T R/ADBAMBIA YT 5 75 B4 & I AH R I 7 T
(K775, Fr ik T3 i A4 45 1A (B B A B8 AL B AT 5 e i 0 B2 LV R AH 5 1R 5 9 1 A
1) B RE AR TR AL ANIRALCD3THR: S 1 45 5 43+ (B aICAS-024) , Frid A& 5 £ 98 /DB
MBI IT 5 50 BN HOyE T AH IS I 295

[0137] {2 B —T7 1, A AF A ERAL T R/DBAIMBIG YT 5 75 BN & I AH O I 7 s
W78, iR BG4S T MEE S E K CD3TH: e M 4554 (B 1CAS-024) FXLThRE AL
SRIT A (BN ZRIE S RITT) S Pk A 5 Es /DB BRI T -5 S B IS PEAH G R
. a0 SR, T 5 X Re A 2367 R B A6 T I CD3 TR M 45 6 4 F AR T A JE
HCD3THRr e 4 A 4, I AHE HAm R NI CD3 TR 45 5 0 o

[0138]  fE—ANSETt /7 S, A& CD3TIR T MR D e Ak 7 Ve I 77 10 20 A W 76 ek /D> B4 Jie
BB YT 5 S I B 7S MR AH I< ) 5 e Ui IR AR o IR R 200 Bl BE 22 A A A TR
I IXFEAEARAL S W A RN K TR R A & W S 25 25 ) 1 A S RS2 2 0 (2 00, 61l 4
Berenbaum,Pharmacol.Rev.41:93,1989) . a1, n] DL # it 22 Fhob 1 AN 28 56 A5 78 43 Hr 8 |1]
CD3T I /M AL o 2 25 W A0 s — R B A & W 2 TR A BAE A (B 00, il Wi0uzounov et
al.,Antivir.Res.55:425,2002) .7 #rik2H A 2 (A AH BAE A5 771228 i 22 2 2 i
(Gl 26, RO SF AR BT , Horp iR BRI A (davde) FEIE] B SRR, BT i B )
AR FE R (W, #lWouzounoy et al.,[d L;WA[ & WTallarida,
J.Pharmacol.Exp.Therap.298:865,2001) ,

[0139] A& A8 T3 A 29425 WA BAE R 55— J5id: GE3UAE A AR A S
G/ FH) B4 # e b A8 2 N B A 1R 2 (CT) , TSRtk B W SRk 25 25 FIBK 5 45 25 19 TCso
EHETE S W, B Chou. In Synergism and Antagonism Chemotherapy (Wp[E1E FH Flfd
TAE M ZIETY) (Eds.Chou and Rideout.Academic Press,San Diego Calif.,pages
61-102,1991; CalcuSyn" 8 fF) o /NF LI CT{E AR BrIIVE P , ST R ARG, O KT
MRS HUE H .

[0140]  {758R 55— R B PR G T v A& 7 R N vk (Pritchard and Shipman,Antiviral
Res.14:181,1990;Pritchard and Shipman,Antiviral Therapy 1:9,1996;MACSYNERGY™
IT#4%: , University of Michigan,Ann Arbor,Mich.) JMACSYNERGY™ T T#4kfifid Wit 5Em
FEINR [ -5 W52 20 I F R Lh B LA AR R AR G v 27 R T FUH (B IF)) BT FU3 (G530 19
WAV EAE AKX R IERD) 122 5., o vrfe & YAH TAE A 34E (3-D) # 3.
B, 49,25 CD3THRE S M 45 & 40 IS A s 55 2 il R XD RE AL 2P 1R 97 I A S W = o B
A W EDE PR A DR A5OUSE , 2 18 P () 0 ) A4 AR AR T 7 AR ) B D AR AR BRI A K T A
TR R (B, A Al 77 55 80 1 208 I AE — ) 2915 % , BRAR &L K T A IR S 29265 2 1065,
B 20 K T A I B3 4% 5 5B E 2 i .

[0141]  fEHAhSLE 7 b, AT A4S T CD3THE S ME 45 & 7+ FOB D REAL 220097 771, T 7EB
S i S ek TR OB A B R i VR T B8 R A o BAH M s BB AN o Jes A L FE BT g bk E2
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Jo [ WA R B E A 200, JEE A Lk 8 (NHL) B AR FR s Rk ] (A s [
TP RG24 B ) I (ALL) A2 P 90k O 40 1 TS (CLL) 22 6 48 B 4 1 I 9 AR 2 ol
Bl A () 1 ps ] AN B B8R (0 1 22 R PR BRRD) o H AU B AT A o i B0 455 /)N b B2 401 bk 2L 989 L B4
Y29 2L 41 Y 0 L5 R 28 24 200 P A 9 0 45 X IR 2 988 I 4 B e B 8 B 1T AT 2
AN B AR A R R AH D¢ MALT) SRR EH 2300 45 40 1 4 X BA MO bk 2989 , 4510 %%
[X BT A v E2 987 9 v PR 90K EL 9 2 AT M bR L 0 98 R B L oAk E2L e A () D B AT i vk
8 I8 A KB bk 2R , J i PR I8 H PR AR L 9 | R R (Burkd tt) R LR/ 13 I , A 1
SE G TR B8 1 BAH O 38 U | Uk L2 93 A5 PR) 2 v R A AL s 9K 2 389 i PR 0 o

[0142] AR BEAFUREL R (B 1A SR RrB AN M S e o™ B SR e e B30 S PRk 2 e, A 22
FRA”) 2R RGUREE Rl 2 Bk 20 ) o HLmT DL 43 o8 = Bh 3 S R AR e 2« #7714 L 13
R Ao P R A DG AR S Y

[0143] SRR JE e BAH i 0 P Mo A FR A AN R T, B4 o A% MR bk L2 4 e (1 if s (CLL) / /)b
B2 200 FH 76 2 988 BT it 2/ 9 E2 200 1 10 s 2 PP RS vk E2 4 L 1 I s (ALL) < PR EZ 25 41 ok E2L 9
(BHEEHAIR T, WaldenstromE BRER A MAE) 0 2 X RE I (BHEHEAR T, Bl 4 [X B4
JHO PR E2L 98 | 25000 25 X b 2L g ARTA A A DR E L 23 (MALT) (19 25 41 2 X BN MUk 2 J ) , 2
B A M PR 1 5 R 2 e R /S TR L VR MR R L R L S IR e (MCL) TR ER K
I 1L B2 L U0 298 o A P DR B L A E2 R P\ B K B bk L g I PN DK B A b L 9 Jit
RS H PRI AR B AR A IR 2 (NHL) o

[0144] DL E B fudd ™ A N EFE IR RE I AL B B = PEm - B & ez PR R A dsH
AR T R R VKERIBPER TR F ADFE I RIBIE IR R E R R 28 KA BT
KT Bt 7% 2 WL/ R L 2% A IRAR L2 | 28 TR IVL 28 L vh B PR 3R e IR BEAA FRAE - R
&0 MR A R s AR AL SE  CRESTZR G « 28 T Wi AH OC BLE | e B0 U it 57 TR 46 W % PR
BEREAE RN BB 25 A 4E (ARDS) ik ) 48 VI 28 IR L3R 2 % 25 1 2% B /N ERE
R NVEFI RS VIBE B Wy 8 B T2 WIS T RS 12 8 RE S 1 B 90 TR A B ik o A A
1 B B i O LSS« 1 AR B B e . RGP LB AR IE (SLE) S P S TR £0 BRI L A
RIS IR I B 28 IRIE TN 28 75 ADAF RAEBURE PRI « 2 & PEREAL | A8 74 o 58 28 AL
ZHEE 2R GBI NEFER (Sydenham’ s chorea) 4 i IR FNT bk B2 4 A 5 1) = R FN 4iE
AR P B I LA O I B 9% B L 5 A L &G T B RE F AR 4N (IR) P ZE I A Churg -
Strauss 75 N [ 28 s < RL 20 e i = 0E L 105 28 (ED 5 A iU M LT 28 / ik & 48  ANCA AT
KRR PENKE ) BRI 8- A IR # I (Diamond Blackfan anemia) \fLHEH
By G S PRV P B A (ATHA) (19 % 93 PR PR 32 2 PR T 100 26 20 40 o P AR B 15 (PRCA)
FVITTHREE M ARA B B G5 Mg v Pk 1 i ERosk 2D 9 | 4 1 40 ek /D © 1 i Bk sk 2D
PO 40 4 B B B PR RS R (ONS) RIERIE 2 28 B 45 A1k L EIE L
TIPSR R S SR B DU /N BRI R S IR P 45 A AIE A8 L ph 42
2 ZE KR CastlemanZi S 1F -GoodpastureZi & fiF . Lambert—-Eaton L F145 &4 «
ReynaudZi & fiF - SjorgenZi & 1iE . Stevens—JohnsonZg S 4E « Seik 28 B A HE v B EYIHLE
F9% (GVHD)  KIEPER R RAIE . B B FE M2 N 2 WA L35 B M8 A 5% 19 0
Reiterfi VBALRAIE  EAMBINK K R IZ B SWE K TegAE i TgMZ Bh 22 B M} 3
()RR ZE 995 < 5 R MR L /N il 2 PR 50 (TTP) M R AL /N B 2D P SR8 (TTP) 7~ IR %R
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B (Henoch—Schonlein purpura) \ H B G M ML /MR I RE AL HE B B fo 0% T 52 4L 2 A1 BN
SR B IR B B S TR R M FRIE LR T s B B S Tty - Wb e i , B
58 B G PE R AR 28 AR FUR R A (AR FUIRBR 28) P B0t IR 28 R Ve FIR IR AL
eI (E) 5z A K9 (Addison’s disease) F&E REFECHH (Grave’s disease) \H &%
FE Pk 2 BRAK SR A (B HRAR N - WA R 4 B AE)  HFR A PR & 2 AR ME R B Jms (TDDM) g 1784
W K A SheehanZi A Ak s H B G % P 28 iR CS 2 B 7] Jja P i 28 (HIV) | AHRE Pt 40 32 <V %
(dEF21E) vs NSIP.Guillain-BarreZiA ik ORI ML 2 (B35 R 14 22 U A E 4H . (i
ZIK (Takayasu’s)) )k 28) « o MLE A& 9 (L4 ) 1108} FC 95 (Kawasaki’s disease) F14571
YEZ BNk 28) &5 TPk 2 Bk 46 (PAN) 5 EL PR A 28 ARG IO (1gA'S ) « S b ks ek itk
B 98 SR PR AR L FLBEYS Bk SUm) ¥4 BRE (1 IILAE L 28 AH G v Bk 8 1 IE
WLZ 45 M = AL (ALS) < IR B k7 « 2 Mk M b e 3 L s R 2 1% 4% . Cogan R A1k
Whiskott-AldrichZi & AEAIMLES AT ZE PRI 28« B 5 S PR R R 2o (1 an 4% 7 RIS
TR A A R R 22) S jogrenSg S AE MR A PE R SEMENLR OM) ALFE K2 UL (OM) 122 L
2 (PM) o 0 AT LA I A JRAKCD3 T e M 45 & 7 F BRCD3THE R R4S 6 1 FOR D RE AL 5236 97 71
ML ARTT UL B S R TR .

[0145]  FEARNFFA AR — 70, NEALCDITER RS & 9T B CD3THr R 45 & F 5 XL
RSB TT R A S AR AP 425 .08 T B NEALCD3TH: St PE45 & 43 FECD3THE
S A DT SRR IR R A A 45 T NBUWA S, LR Bk 4 6 F BT iR
HERHIEA T —ANEREANZ LAl 2 BN A S FE A FEZE s ]
FESZHY 0N SCHAR , A28 2450 A A S A R I AR 45 24 I, AN 7= A A8 7 M B At AN 1 e 2
(1) 4> AR TN 53 o D27 b AT RS2 B 3R AL HE AT AR A4 30 PR b7 F A 771 43 B/ It
LA PO B A0 5 B ) SR8 MRS SE IR 1) S5 o I A1 A S AT DL 5 K BCH LA AILVE HTE
AR o AR FEX L VA FIL A -

[0146] Bk T 245253845, &1 A QI W BT E AL B N IEALCD3THs PR 456 70+ B
CD3THE ML B 71 5 I B2 IR T RIS AR A W B A AW PT UL & A 25 %
AT ) B AR BN IR o K A BRI 7 1) S LR K L 2 2 AT B2 I A LA R B
Ji IR IR IR RS B R AR TR A R R A Y 2N TR TR M R PR A KA
FHE R IV AN B B LA B 2R AR R S R B R AR S I B B
RUH Y H I T B R N AR i T B L A IR IR N LTS A R ) (HSA) H BR
B o LA L LR 24 2 AT B2 ) R T ) S o B T AR A P 2 IR R R £ P % v o )
H L AEAIE T BL B B e ] A, A 100 1T 5 o

[0147]  Z5W2H G910 A B RRAR I R 45 251 12 2 AN R (B s i L0 B 5 45 7
I PUAR I A 18 ) A AT DLAE A B B AT 45252 B A Beas s o o] 46 o 6 T BRI, &
T AR AL 0, KV TRERCEE /7K FLAR TR BCE T W, B AR Eh K R rh A o« 1B W 4b
Ay AT DA AR S BT VR AR D 5 6 R R AR S L IR IR BSOS 5 R e el o
ik P B T LA 4% 25 P R0 B R R B A 8 7R R B A B AR

[0148]  Z2 sk AR A , 4 07K W 2Pk L 0. 4% 57K . 0. 3% H A B B K MBI Al LA &
5538 T 1l 2 7K PR B VR I R AR A 1S PR A4 o 3 R TEZ 1) A2 2B 7], 491 G e PR R 4
e PR A Y R TN AR R AR A 2R R ER A 5RO M e B G 2 IR oz AR RS 5 4y
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BRI BREVE 7 AT DA AR RARAFEAE BN » 91 a0 BN B A » B I8 S8 A -5 T T BR B 46 5 7400 » A6
WERA OGRS, VAN O 5 KB e 48 67, Bl an L a2 7N B
(heptadecaethyl-eneoxycetanol) , B A . M -5 U5 H 5 iy B AN C0OFE BE 1358 0 BE SR 0 45 &
P 0 SR A M 1L BB R R B , BCAAR 2004 SR E R i I RN R I PR I 1) 5 40 2
465 =1, WA 3R 200 257K B I B Yl R 6 o BT id 7K M B Ve ] DA 25— PhE &2 Fob
B3 JE 7], 480 2, 3 L BT TR X R DR R R
[0149] CD3THE MRS & 75+ CD3THr P45 & o 5 AN Re Ak 5 7 IR A A B
ARG o FEITRA A A G LA T AT g7, 7 B4 AT A S & 18k b 5 5
(reconstitution) « IZFIARD Wow HX T #0500 3R A 2% 7T BAS AR & 38 19 3R T
M JFEA  ARGUREL AN R BCH I ER, R T ME 5 7] g8 SRR E RS TEER R
A B 75 ELEEEAE AP SRR ME
[0150] 3@ T+ 38 ack v I K Al 24 7K PR e PRV ) AT 40 B R AR B L6 AL &, 5 7 ik
FB IR 7 B TF AN — P B 2 BB 5 I IR A o 3 1 4 BT B 75 AN A7 77
LIE’%&E’J%H‘W’E?}ZM&JL}E%
[0151] X ECH 7 CD3THRs M 45 & 7 F BON D Re Ak 587 IR FE AT LS A2 4k, 51 4
HEETF DT Z0.5% , 85 N1 % B R DA % B 2 2158020 % , T LM IMARAEF K
FE S, $ BUE BRI B 4h 2 AT 1 38 DR I, T8 WA S (R e R 25 ) 28 A 4 ml DATRD
il 98 A ImL o B G2 K A5 0mg A& o F Tk A e 1) 3L 2R 20 5 P mT DATRC i 4 15 45 250m
T TR MRAK QR 150mg LA o il £ B W &b 7l 45 25 10 4 G- W0 1) S Bk 77 200 T AR ATUSE AN 7
A& ORI B T 2 W, 9 HE PR #5A8 T-, il WiRemington’s Pharmaceutical
Science (B ZG 48 %%) , 15th ed.,Mack Publishing Company,Easton,Pa. (1980) #1,
FHR A B ERCD3TR M4 640+ (B AJRALCD3TR: R 455 70 4£0.01mg
£ 1000mg BEA JT 44 1 JEFHE P
[0152] Bk 5 2H G m] Ll AR T2 TR B ml v I /K e S eI &, Tl i o] 26 2
B AT S VRS 2 BIORIIK 20 BRI BUTE TR AS o AT LA 4% B8 L A&, 150 A B 303 ) IR L &
T 1) 73 HIO R B 38 79 AR 70 R ) e s A VAL o T 3 I T ) S ) R T DA T B R B W Ab
A2 R R B AR ) JE T R S VR BRI, RN L, 3T B R VAR o AR B A T
DL & A B K LB 2 JolE 0 rd il 8 EERRAR IR < RS R EIR A,
Yoy, MRS POBURT 595 S AN VA VRN V8 7R B BT BT I A, To B AN R MR s A i
FIBCE T B NIk B 18, 7 LA FATART I8 AR AN M v, 04 B B 1 H vl R R B vk —
BE o 6 A, 45y R 40 I T B8 T T o 4 mT VRS 7)o
[0153]  FEFA G OLT , Frad 718 06 20 A2 SR i K 7 HL AT B 9 L Vi s (0 B B2 SR A7 AE By 1
SR o A5 T8 S P 48] G B Bt T 1 A  JE A 3 B I OO R AR A BT R R ) /N A
A58 2R VS PR R, AT DACRHRIE 4 IR BN P o P 7RI A8 A8 7 R i A7 S5 AF T e A2 e e 1 I
L V5 25U 5555 451 a4 T R L T PO AR D R s AR T IEAT B S o e & b 40 B R B P T
F oot O R BRI, ST, 2Ry, (L AR BRI AR S  SCI AR A B TR o FEAR 24
B ALFE 1 GrobE S B AL I S8 7R A B AR o 3 L AR H A W v s 490 du R i R R
I HSE P S AR PR VAL P4 X9 AT A S T 3 S 2 A ) S K R VAL
[0154]  F-T-45 251 44 W m] DA -5 45 BB SC 364 2 551 TR Al LA 38 m H D 20 3 8 3 588 77 40,
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55, Bl KGR £ H 2R R 8/ W iM PR 1 . 2 BE IR £ PIERRS T & BE . SDS. R b 55 . 5 1L,
%l .Pharm.Sci.,85:1282-1285,1996) fl0liyai and Stella
(Ann.Rev.Pharmacol.Toxicol.,32:521-544,1993)

[0155] b4, fF 58 FE AR A A HF N 23 b A3 FH IR A A P 1) S K MR A 7 P 2 O IR P 485 AN
T 385 HAR AN I HLARR AR A 2R, sk = BeoP o i oAb A B A I & B AR 2%
o BRI S , B BAEAR AN EPEHNA S KN Tt BA A ERER A, X
TV P B SORIAE MR BE s A2 TG Bt B — e BRI AT IE M, IX Ao v Pk Ak & %
Tk 24 Y 20 P A HE S AR A, Ao DR tE , 2% R SR 2054, >4 BT AT DA I8 21 S 470
SRR PR AL SN, 2l KRR RS BRI .

[0156]  {E—J5 M, RAFF W EK T IEEFECD3TR & A o FAH SN A AN D .
FERELLSE i Ty R, ik b A r 20 A v LRI 45 25, 78 [F) — 252 Ll 32 i 3k — i 4
258543 it (LRI ) 25 24 o AE HAh STt 77 S8+, CD37 40 5 7 71 (RRCD3THE e 45 & 90 F)
XL 5367 7 AT LA CLARART I3 DA R AEATT A & A 25 25

[0157] 45440 F AN REAL 2RI FIE IR S A Al LD IRG 25 R R 20 A R R 2
H Wb 25 GE T R NI 45 2 I IE 25 2 4 LM 45 25 BUE R R N VA 2 s AR T 4 A
BEAT 45 240 AE— DK T SR, TR CO3THE P45 5 7T A DI AL 50 T 71 & B W4 IF)
I B3CAH 44 25 2 o AR ST B ARTE B W /6048 B T v 5 K P 3 S JULPR) PR it P
TE ST BT A o % I I DK AV S R A S DL N ST L s ST IR A
S B A S R3S 3 S e A 3 S R B E A BRI AR 2524 . 1, A SR A
IR BT S AT B RS2 AR AT T ) HA 2R BT o A ST e A K P VRS

[0158] A —NSEji )y Z2 b, I BB S N P ik B A7 BRI ] LA Py 8 366528 R ) e 8 1ok
IRBCFEF SRR, AR T RE T B ZEVR T I 32 AR ZB I LR AT 45 24 - 91 T, AR ) ] R A ok
BREY G B2 BN RE % Ho7 4 8 3 4 & W ) At AR ) T P A SR A MDA 2 (8 a0 RV 22 K A R )
43 F) A LA FEE S iE B AN (P AR 2 T P 28 14 75

[0159] & R] LRI YT 4 S )ik B B 2 8007 o Iiridk 22 #4525 ] LRI 25 7 B AE— B
INf R 25 245 o FE TR LS 0L T SR AR T A S M I St 45 2 A R o 7] DL B PE 25 7 HoAlvg
7, WA/ Ne VRER VB B H

[0160]  Z5&4F IR AR T RIBUAR A HF A B BEH ST LA S —ANEZ A4
H AT IR IBIT RIB AT & A RN B EE B2 4G 01 WA
SRR A A A5 HARR T IR B S45 4) R AN BB RE R HAh IR I 742 T LB 5]
o

[0161]  FAth VY7 IR DLAE BA MUAH 4 o AR A F N B 5 RE 1 HARBANMUAE ¢ 0+ 4E 5
ASFECD3THIBAN ML R 1 7 F 45 &5 10 45 A 0 - BAU M AH ¢ - F . F5CD 19 (BIbk B2 41 g 40 5
CD19 , t R A B bk B 41 o 2 T 470 JFiB4 B Leu—12) LCD20.CD21.CD22 (B A2 4A&CD22, tHFR A
Leu—14 Bk B 2 i 40 kG Bt 23— BXBL-CAM) CD23.CD40 (B4H i 36 [ 371 J5L CDA0 , t. 75 Ay il Jg
IRBE DK 1~ 52 4588 22 R i 535 CDA0LAZ A4 B Bp50) L CD8O (Tt L2 41 By A4 57t J5LCD8O , 4 R ity
HEB7T-191 i \B7B7-154BB1) .CD86 (T9k 2 40 i AL H1 I CD86 , AR G BT - 247 i\ B70
FUN-1B¢BU63) CD137 (85 Jiteg T4 B IR 52 445 18 S IR Jil 51 9)  CD152 (HIFR g 40 i 25 14 TRk
EL 40 i 2 (1 4B CTLA-4) L6 (R AH IS BT IR LG , R A 4568 SR Al it 1, i 4H o R T A e 1
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BM3S1) CD30 GHR 2 41 B iE AL 5T I CD30 , W AR A Jieg TR E [R5 52 A48 2% 1l 728 CD30LAZ 44
BKi-1) \CD50 (HHx g 4 ML [ R BT 7353 (TCAM3) B ICAM-R) CD54 (. FK Ay 4 e [ RGP 7311
(ICAML) , BY 3= 225 7] B 55 & 5244 \B7T-HL Gl FL 1) TAH A - B M Rl i 40 i R 1A 1 Gy 41
H SZ AR ECAER , AR APD-L1 ;2 WDong,et al.,”B7-Hl,a third member of the B7
family,co-stimulates T-cell proliferation and interleukin-10secretion,”
Nat.Med. ,5:1365-1369 (1999) ,CD134 (HHR N HIRg R HE K] 5244 18 S R ik 724 . 0X40 . 0X40L
A CACT 355 JE B TAXEL VR B 1 1 324K) 4 1BB (4- I BBREL A SZ 14 . T4 M bt J5i4- 1BBEK T
AT E TLA) L CD153 (HFR A i ed I8 FE IR+ e A4 8 2 i 1 7 8 . CD3O L AR B CD30-1) . CD154
(HFR A e TR AT IR e A4 68 SR 1 525« TNFAH IS TG A6 85 1 L TRAPER TH g 71 J5iGp39) < Tol 1
ARG

[0162] 25 g Jy HAth v 7 S Ak 52 ¥ 7 700 B0 SE ) g e Ak 70, 491 o 250 (il — U AR e —
% (mechlorethamine) ERWEME % . el i RV MR T BREIT) 5 WAHEE R (151 40 <
AJYT (BONU) &3 w)YT (CONU) Al w) BER]TT (R HECONU) ) 5 £ 4330 Jiie Al FR B R Bt i (1 1 =
M RZE (TEM) =3 Z IR ACE e % (ZEBH)R) A7 FF %5 1% (hexame thy Ime lamine) (HMM. 75 HF
% (altretamine)) s KM ER £ (9 40 A W4 %) s M=k ({5l 4015 R R (dacabazine)
(DTIC)) s HLARH Y i dnnmt B AL (151 40 FR 2 4 | it S b AN s 56 il 28 (2 3R m) 4 1R
F) ) s e ALY (B a0 5- TR BE g (5-FU) 9 bR W e I3 450 A% 87 &5 16 A 52 - o) 0 B
(cytosine arabinoside) (AraC.Pi#E U (cytarabine)) 5-&MH 2,2’ - —F R AN E
R 5 MRS ALY (191 4 6B FL VRN L 6T S WA MR R4 | 27 — i S Ml 48 85 2= (W ) th
1) JARFER I E L RIERS (erythrohydroxynonyladenine) (EHNA) . TR FUIA P L 2— S A
B o B 2-CdA) ) 5 TR0 S A B 059, 45 40 = B (CPT) FE T 2 B AT AP S %
TR N R B 2 (B AHRFE AT A Je VAt 5 A E LA (B K& K
BRI BT s UM ITE R BIARZ T =D il 5 R MR 5 21 5 U I B0, 4
H—YR M S PR 5 R 25 A R AR I A M s BT o7 2% 504, 4 B ER e B RN By D R 5 B
AR, A anEa e JIR s A0 R S JE AT AR, 491 anN-FR e ik QMTE) AT - 2

[0163]  ARAFHHNEFHER T B & S Mz ia 7 B H A G 7 IR Gz #1771, HoAk
FH 2 300 1 B 5F B I V6 97 IO AN 1 4 98 R o T 0% F SR BB 468 1 a5 JE S84 3T R IE 25 W)
(NSATD) EJRE 2 A S iz « T 9000 20697 (M S Ad e o 1) o AR 14 2547) (DMARD) B4
JRONE R 77« DMARD U3 BH HH [ 2H 433 ] LA TR T BRRAZ ANV 2 A B B S8 T 0 o
[0164]  JRAIVEAINSATDIEG [ AV 25  FF AU ZE AT R - FF 4028 IR B0 9 4n )3 4% (Vioxx) FHPE AR
i (Celebrex) [{Cox—24 il 7 AIME R BR AL 77 (sialylates) o~ 1 R B R 253% E 0T 2 BE&
Hly R R IR TR A ST B B 2 o a9 PR PR R BRI 1 RTIAS b ZEOK AR L AL AT ()
P BRI EAIR JERs VIR Je s T BR JERs o 7~ 91 PR IR A2 47 S5 B2 8 =7 77 L8 o) 40 i 3 1 A i
(I ICD4 , CD55E) 1) 43~ , 4 DRI 740 i 770 , 8] AN TNF J0 7] (B a4k A P & (Enbrel) , B3k
AHHT (Humi ra) FIHE I FE H4T Remicade) ) , A 22 DR~ F il 5 FURG B 23— #7142 40
I 5 TR R B v B A DA A B T 0 o s 4 PRI DMARD A, HE 1 A I R4 | BTl Ik i . 240
HI8E 2 Y T L R ROK R N U T e R g L & (DR (Sl 25) FVLIRI ) A
KGR

[0165] & BIZE A 5 2 AW AR VA TT 7R LAAE [R]— il 57 o R 25 24 . ATt , 245 741
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FE 53 A 0 R A 25 245, R A8 46 0 0 2 7700 e AE R0 B o S B8N A BRERR N 45 245
[0166]  f£ 55— 51 , AEL5 G 731 A BEAL B 7 RIS 5 4 S W 2R 2980, 45 T ik Ho
RIT 7 AL S 25 2y R AR AL PTIR 45 5 01 W BEAL 2R T TR BB & A S W06 T L AT 8L
BBV B B R VT A 4 T iR AR IR TR e B S R TR & S AL S IR 46
IR 4T I HAIR 7 50 o £ SR 25 25 AR RRIR 45 5 0 1 U BEAL SR T M BUR G L & )
IR 2 G 2 T80 b BN BRI 45 25

[0167] &% &R L5 G o1 5 H ARG IR S 45 2R, b ek Hoth V77 7702 40 e IR 5
BRAE A A T BRAL AR 7 7R, i 45 2434 ] A 55 058 Y TBUR VR 7 BB ik S IR AL &
VK& 45 3 W T8 R F R T BR MO S B 245 5 SR N IEH 45 T IR )7 T8 AE RN J8 3 57

=

Ho

[0168]  WLALL B —FI BB 2 &4 T XA AW . 5 So 7L Y R b 3 H AR 5 75w PR
56 v B BRI B S RLATE AR b T E R A MR A B 1 B &=

[0169] BRI EIGIT )G, 4565+ AR SR IT IR & A AW 4 25> 1 2 /0
20 % IBLH MO A4 o £E— DN SEHE T S, BA A AR ek 2D 1 28 /22520, 2930 2940, 4150 2160
29702180 ZJ90EL£I100 % o BAH M sk /b 5 SUA 4t BAH B vt £ st /> 2 A1 T 1E 3 Y8 Bl ) R RR o
BAH R IZ 52 XN A BAR B TH E 5 28 AN 1 2 (B B0 E 5 S FRL R 4611 470 96 . 801 %6 . 90 %
AL, R AT NG S 75T AN ReA 6 97 RIBUR A A VI 45 24571 RS2 18 9T R
S BCPEE IR A PR AN

[0170]  7F—LL St )7 S, AR 4 A LI A 3 R 1) 5 FH BT e PR A 9 DA B 40 B ST iR )
PRARME , 3252 #2 A A JF WS IR 1R 7 1Y BB S B B IS PR AH OS2 s 1) 838 AT AR IR Y
X FrR Ve T I SR O

(01711 B, 4552 BT RUBPE OG22 b, Bk 45 24 7] DA DL PR 0 25 R o o A 3
IR IR S [ anis Bl American College of Rheumatology Preliminary Detection of
Improvement (32 [ KR 7 5 Bi 05 1 9122 K ill) (ACR20) 1, A /B At 4 A i fik 1 5% =7 o
20 % R 0 A3 /5 HABACRIN &= 120 % R 3% (Felson et al.,Arthritis Rheum.1995,38:
727-35) AECD3THF S PEFICD20%F e PESE & 0 T B4R 25 o, RARF th o T HGaE R Al &
8 2 1 BORNAZK Y- 05 (1) 48 DR~ 7K P ) D 8 o S8 R 1) 41 B PR A B R (AR T
TNF-a TL-1.F 3 \BlysMIAPRTL o 40 A 5~ 250 A2 ] DA F T 920 ) B B B sl 2 0 34
[FITAHML . FERA SR P, ZECD20%F R4 & 4 F I 45 2 2 AT A2 S, W i S8 (R B e B
f20h) AHR B FRIC o A IR AR LA FR AR T, Bk PR BRI B 85 2 1 IR LA it B FR ik
HR 2R i T Ay PR £ R VR T FR IS , FHRANKIIC A (RANKL) o RAFKI 4038 AH 2C 1) HoAth Fe AR B FE C I B2
B (CRP) 7KF £ A M i B 22 (ESR) 28 KR BRI~ CCP (JIVE R P4 JIK) 044 iy 0 A 3 3k 9t
A M AT 2R G0 BAH M 7K T FTI0R C 40 i 1 5 B VP AT o U RT DA A RA S5 38 1 e o 0 = 55 S P A
-, ARG U P RS P T o B A AT S RANKL AN _E Sz 5 Hh g HeAth i DT A0 400 i ER) - 1)
AE VDY

[0172]  FEAHICTTIHD , AT DA $2 REAS AU P 2 S o DN & BB A5 24 249 0T JH A 2 9 ) 280 R - 49
W, 5 JE B 3 AR IR TT I b 2 R R 3 SEIH v B R T B FE 2L (Crohn” s Disease
Activity Index) (CDAT) [ £)50 Z 2970 BA7 (1) Y [ (1) o4 3 , Hrb 22 fift 52 £ 150 ¥ fir
(Simonis et al,Scand.] Gastroent.1998,33:283-8) . 15082000 ¥E2 A% AN IE & , 1450
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VP73 LA B R P48 o SEER AR 2 CD3 T e PEAICD20%: R 45 A 0 FIN A 2 T B R
T RN R R A % SRR v PHRRLAE BB AAs (pANCA) FNSr BRVE B R4 44 (ASCA) gk 2D
[0173] &% B 3 #2 B A A FF N VR IT I AR AN D AE LA A8 38 AT DL SEI % 0 R BIPEY
(R , 1 B I & 1 % O R B EI6A HR I 3N B8 2920 % , FEREAS 2 T2 % Ol 28 %A
#125% (ZJlRider et al.,Arthritis Rheum.2004,50:2281-90) .

[0174] 33 F& 3| 5z B8 A 48 JF P 25 9A 77 (¥ SLE 838 7T DASE B2 /D 190 1Y R G0 PR 40 BE IR
I 5E (Systemic Lupus Activity Measure) (SLAM) BY F 40 M40 BE 396 B w1 sh i F8 b
(SLE Disease Activity Index) (SLEDAT) ¥F4 k3 (Gladman et al,] Rheumatol
1994,21:1468-71) (Tan et al.,Arthritis Rheum.1982,25:1271-7) .>5H)SLAMVE2 58> 2
[¥) SLEDAT VY- 73 45 A 9l R ¥7% B M5 0 o X T I8 97 I S B2 AT DA SE R 20 9 1 3 1 I &
(SLEFZ9m VG Bl 1 F8 A% [SLEDAT] Al R PEAL BEARIEVE Bh I 52) FH2Rh 7% B & & (R 84k
AN K rupp I 55 72 5 & #R Krupp Fatigue Severity Scale)) ik EDifaE (Petri et
al.,Arthritis Rheum.2004,50:2858-68.) . &% [E R4S & 2 F 45 T SLE S S EUWEE
DNASTUAR I 9 2D o AT afe b, W] RAAE A B R AS B B00RE & IR IE VP AR A AR (British Isles
Lupus AssessmentGroup Criteria (BILAG)) PRALizE .

[0175] &% B R4 A A FF N 1697 1 2 R A AL 0E B8 3 AT BLSEIN 2 /00 . 5 Kur tzke
a8k =R Kurtzke Expanded Disability status scale) (EDSS) (Kurtzke,F.,
Neurology 1983,33:1444-52) FIRIRIES 0L, BiKurtzke &= # Rudick et al.,
Neurology 1997,49:358-63) %= /1. 0¥l ASZ o BAL I REIR

[0176] 75 (& B4 REA 2 F N 25 ¥R 97 1 A TIMIR 2838 A DA SEI A R M 28RE T4 IV L s 14
(ITMC) Miller,F.,[@ _E) PP o 31 5 ARAE P 0 28 A0 1A A g2 o 3 25 R85 T T TR
B 25 25 A] DL E0E B DA I TIMAH G IR 10 982D < LR e (CK) 7L B2 M 5L R i 18l C
RN, RITA DR A EL R (AST) , WA MR A &=L BR ALT) , Mt 4z 85 &5k
(ANA) LA 5 S PEDUAAR (MSA) A T n] S BUZ U A DuAg o ml e, S 36 2 Rider et
al.,Arthritis Rheum.,50 (7) :2281-2290 (2004) i ZI| tH 64N btk (K5 34, i A5 A kit 24
PR AEEAL o

[0177]  AE—LL S 7y S rp , MR Hm A ATk P 280 R ) RS FH R I PR A 14 LA S R SCRIT iR (1 1w
PRERME , 35252 32 B8 A N 2R (V6 7 1) E8 A B e i 1 G838 mT DAR I 6T Frid v 7 19
AT 78 IR SR 48] G IR AR AR PR sk /I el s 1 i 2D N/ BSU RRE R R R

[0178] 4514 ) s PR b v F 38 1B [ S/ 0B ERT 72 i (U.S.National Cancer Institute
(NCI) ) $&th , 35 [l [ Sz i it 78 B O 0 S P 28 ()9 iE 73 “Ps Tk (indolent) ™ F {2205 1
(aggressive) ” WhEL IR DI RIS T o s T 90 E2 90 0L KR DI Y00 0 M AR 2 98 , FEAf 9 v i B 2 5%
¢ (grades) ™, TR HEL/IN Ik T2 40 Ji 70K T2 90 /050 A bR E2 448 B 10 s (CLL) bk B2 2 4 A/
WaldenstromE= 3K [ IMLHE | 122 45 X bk EL 989 A 22 6 41 M Pk 1 1995 o 422 85 2 9 E2 90 B0 ok 0T
A AR 2 M AR 2 98, 1 B e IR 2 R / R /N T A% SR 4 A 2 8 b E2 4 vk 20988 L 5 40 i
WRE IR FIATDSAH G 987 o AEFEBL 1 0 T, [ B Pl /5 46 2 (International Prognostic
Index (IPT) ) 4 FH T2 W P R0 S8V PR AR 20 98 4 00 o TP T 285 SR IR R A0 A1 % (K60 B 4%
WER>60 2 AR UE) | LI 7L B M UG (IE 3 7P 6 FHRTKSE) Ak 73R 6L (0810 2-4) (S I
T30 SO FHRHT B ABR T TTTECLY) FEE SMBAL5Z B (0B 13 2-4) o BAT 2R B B £ KUK
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DR 2% 1) 28 8 A /D150 % B T 5 K MIBAE ) S AT VS IS TR R AL

[0179]  f=ZB& P IPTH (R R BILRAS T RE LA T 58 - 3 ik : V5 B RE J1 58 1R, BeB AT
PP R HE ST ASSZ IR 1 s 1 5 AR AR 7375 332 IR B RE % L 2 0T HLBR W EAT SR AR 11 T B
AR PR BT A, B a5 K 55 55 80 73 8 2 AR s 288 8 3 I LR e 3 B B R AR AT
AT TAETE B, 18 BN 21K T-50 % 175 B (7] 5 3 Ee % A IR I 5 2, 2 R T IREU -+, KT
50 % 5 BEM 7] s 458 4232 5% 57 31 77, AR AT AEATT B B, 58 32 B T IR B+ LA JBFE T .
(I, The International Non-Hodgkin’ s Lymphoma Prognostic Factors Project.A
predictive model for aggressive non-Hodgkin’ s lymphoma ([E FraAEE ZF & BTG
DRI ZR TR A2 1 AR 2 A < bk 2 SR R P IUASEAY) W NLEngl.J.Med.329:987-94,1993.)

[0180] ¥y, A% FH LA T ARl AE llm PR B VPA IR 2 88 1 7 %« A1 70 G0 L2 R0 T s SR TR R 451
PEZ o I HE T e TR BG4 K o 43 G RH /51 o G o 8 i R BN B ELAS I PRI 2
G R NN IR

[0181]  Ann Arbor4r38 Rt T & Mg e , Kl 2 FEE A &M EE 1% RS
R e S B B) IERAEA (W) 7 BB A BPREIR, BOANHLEIB B L TT TT TNV A]
VA 73 NARIBIE ] o HAT LA REAR () 38 48 %2 B 2B a6 H b A B E R K T-10%
R4 B 25 2 AN B D DR IR P v T 38 °C ) A ARG T 1 5V o B BRI 58 SR < B B I #—
RS &5 X (1) 52 BB — IR A 28 B B A 1 JRB0 52 R o B B LT IR [R] U 24N B E 22 i 2
S5 IR 52 BB — A OIS A B BB A SO X IR MR 4510 JR Bk a2 B, fERE EA e
1 P [ A0 Py G Ak 748 £ 465 X 43 o B B 1T T — IR X000 Py A L2 465 [X P 52 B8, P B Pl VK K2 A0
B SR A2 BB A2 B A B B B IV-— AN B AN AR A A AR ) (%
Pk 52 R R AN ERE A S 4552 RECFERE AL GFE X 4575 52 RAILATHE
AR ESZ R M THZHT,Z WThe International Non-Hodgkin’ s Lymphoma
Prognostic Factors Project.A predictive model for aggressive non-Hodgkin s
Lymphoma ([ Br 3F 2 A7 < 9k T 983 71 i DR 2= ot Rl . A5 s 1 A B 7 <o Ik L2 8 60 9 000 A 7Y )
.N.Engl.J.Med. (1993) 329:987-994.,

[0182]  AE—Jy i, il I S ML SE $2 BUAS A N S I B R T AR Bl , 38 40 J
IS4 5B SCM IR s 2 /N T LR GR RN 1/ 20 SE 48 I N S8 SN e PR BB 22 PF A
(R 1 A TR B o AE — SR T R, 32 4% B R W VR 97 B0 MR R I 2 /D% TR
ST IR SR o

[0183]  # M8 5E FIEREM AP National Cancer Institute) SA4EH K I HTIEANHL
f]ChesontnifE (Cheson et al.,]J Clin Oncol.1999,17:1244;Grillo-Lopez et al.,Ann
Oncol.2000, 11:399-408) , 24555 ML Ip A ICAELR K BT A7 A e I 14 W PR AT SHS HEAHAE 9 52
AR A IR S5 SRR RIS IR R R [l R B T PR R L R I, SR A 58 4 M o

[0184] >4 B 157 HO O 1) 58 AV AR AR LR [T, AEIBR 2 538 81 KT 75 %6 0 Hr A
B E I, FRIFAR LRI 58 42 OBE o R ZR BN 58 4% SN2 2 F 588 tH FH T3040 S B2 R A g o
AT S A T SR A e £ AR 42 250 %6 R ekl o

[0185] L2 JF Jk F T 4 b e Ath T2 2Py g i a3 348 P 2 T P ARABL ) s O ELW T AR
I ARNRE B SFKEE .2 W, B WCheson et al.,Clin Adv Hematol
Oncol.2006,4:4-5, HAk | T P CLLIARHE ; Cheson et al.,] Clin Oncol.2003,
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21:4642-9, iR 7 FI FAMLII#5##E s Cheson et al.,Blood 2000,96:3671-4, HAtiA 7
THEHIEK B AR GZAMERRE.

[0186]  fE i — 7 1H , H5ARESZIGIT I 3 AL , B BAN MR e i A8 3w YR T R B S s
NPT R IR ek Bz o P AT FH AR G000 () R HEAT 98052 1K) 95 0 3 R BRAFART DA b PR 2 ¢
=, AR E L CTHA LV E R R S 2 IR MRTPETHIHE = % .

[0187]  fERNHARTT I, R AF A BZEOFE G, KA E PR HFHNERITTIE
HA A G, ik G WA SV B AE T H A T S BAR A TN A BT 15
77 AT A AR R R R LT B N SRR ARSI A I T SR AR AN 2RI
INECE B &, AR i B RESA S At R AR S & bR
ZrEAFEE T IR N BIFR S, Bk bR fA B ik Ak & Ms A G UL SR AR AN A7
VAR I A, BTk Ak G VB A W e A B A R AL b BT BRI S rT AR IE T
PRI ) 25 253 A2 25 T PIradk 205 WD B30T T i e s A 0 ) 266 B o P ik 7 & mT DA gt
RS FHEUIEAR RN FTF N B T E B B IFRZE .

SC e 1)

[0188] st f31

[0189]  CD37HFRPEL A0+

[0190] W LA FH R 2-4rh SR AR 7 451 14 () 40 7 1) & 22 PPCD3 T e MR 455 B 1 o 4, ] LA
FPUEBISMIP 2, 3F HIX 28 5+ Uik & 10 AJRALI BN 1 o 58 B AR HE , P g 1 #2855
A[AF[X CDR WL T-SEQ ID NOS:236-240F1247-2543F H. Atk 1) T 4% 7] A% 45 #48 CDRELFESEQ 1D
NOS:241-245F1247-254 [F 5 , A e (1) 4 A0 B 4 ] AR [X 43 A2 L AESEQ TD NOS:236-24041
SEQ ID NOS:241-245H1 LI K] 42 M E BER] AR XA R LLLT-SEQ 1D NOS:247-254 . L)
] AR 5 I E BT FESEQ 1D NOS:225-229, [H] 3% B 8 FESEQ 1D NOS:230-235,
[0191] 4 HIAILI% 1) S it 77 22 /& CAS—024 [G28-1VH (M99F, Y102S) —VL (T25A) scFv (SSC-P) H
WCH2WCH3] , Ho & 455 AN CD3TH) B 483 M AL I R BERL 5 B2 1 2 &S S &S I & A T
G28- 1A ] 2% X CDRI A P54k scFv , 345 5 CDR3FN AR BECDR 1 H (1) S A o B IR 7] A% 45 F 3k
H (G4S) 5 (251NRIEFER) 771 (SEQ 1D NO:229) iz, Hilil = MR LRI 3k GDQ) £ 3
B EIERIAZ O oG LB EE X (1) S AR o (L A7 AE T IX SE0RE X (1) 34 P B i w24
TR HR A 22 Z PR HUARD) o X BBE I R R i & B0 15 TG 1 CH2 AT CH3 &85 AB 43 110 2850 2 485 44
1. CAS-024 1 Z AL ER JP FI AESEQ 1D NO: 2537 FiJH o I 1B 7R H /NS G28 . T RICAS-024 7 51 1]
AR T AR X R T A LL xS, DA A 1R — M.

[0192] 1. 7”8 BT CD-3745 S PESMIPA) g 44
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L2 ikt 287 | e | OO
CAS-001 VK3:VH5-51 (043;26(?41‘)6 SSC-P 6
| VK3:VHS JH4 CDRLI (T254): 16aa .
CAS-002 CDRH3 (M99F) GSuGne | SS¢F | 08
< x| VK3:VHS5 TH5a CDRLI (1254); 16aa .
[0193] | CAS-003 CDRH3 (M99F; Y1025) | (GiSK(GT)G | S5CP 52
CAS-007 | VK3:VHS-51 (£ #F TG—S5) (G'[ 6%3‘(; SSC-P 8
Ay F3n
CAS-008 VK3:VHS-S1 VH V118 (648;2‘6(‘5‘&1,‘)6 SSC-P 10
CAS-009 | VI3:VHS-51 CDRLI (E270) | S;(’(ga G | SSC-P 12
43 12 4

29



i BB B

CN 105198997 B 27/50 TH
H A ikt gt | ame | (N0
CAS-010 | VK3:VHS5-51 CDRLI (N28S) (G4S,;§g4T)G SSC-P 14
CAS-011 | VK3:VH5-51 CDRLI (T254) (G4S;§214T)G SSC-P 16
CAS-012 mVk:VH5-5a (043126(3514 Ay | SSCP 18
CAS-013 VK3:VH5 VH3 FIV1 (@Siiga A)g | SSC-P 22
CAS-014 MVH:VE3 (642;;‘418 sscp | 24
CAS-015 Vk3:mVH (2H7 7 %7 7) (G4S§§a§4 AJS SSC-P 26
CAS-016 mVH:VK3 (Giéiixg SCC-P 28
CAS-017 Vk3:mVH (G48;26(884 ays | SSCP 30
CAS-018 VK3:mVH (G4S§f(’?‘é‘4 Ajs | SCC-P 32
CAS-019 VK3:VHS VH3 FW (G@%j& Ays | SCC-P 34
CAS-020 VK3:VHS VII3-13 FWI (648;26(24 A)s | SSCP 38

[0194] | CAS-021 VK3:VH5 VH3-13 FW1 (@Sfﬁg Ay | SCC-P 40
CAS-022 | VK3:VHS VH3-13 V11S FW1 (G4S§§B§1A)S SSC-P 2
CAS-023 | VK3:VHS5 VH3-13 VIIS FWI (‘G4S.;f(aél4 Ajs | SCC-P 44
CAS-024 VHVL G, | sscp | s
CAS-060 VK3:VHS VH3 FWI (G4S§iaérl4 ays | SSCP | 36
CAS-061 | VK3:VHS CDRLI (T254, E270) (G4S§f(§4T)G SSC-P | 46
CAS-062 %35?4?%3?3%%%?5 (G4S§§g4'1‘)0’ S5C-E 254
heA-ns (rgskj)cc%}zg? (Jgggrc%éﬁlm (648;5{5(?4T)G B8C-F | 268
CASU65 | (15 CRIS (MIE. 11021) | (Gisn(ama | 5CE | 79
CAS-067 | o6 o3 (ooF: ¥1021) | (GasiGema | SSCF | 80
CAS-065 }’ﬁ},??;%if zlg?ﬂ ‘Zﬁfg (Gas;ﬁ%am)s S3C-E B2
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o ‘ . | AASEQ
MR ikt RET £8%° | pNo.
K650)
[0195] Vk3:VHS JH2 CDRLI (T254) -
CAS-069 | CDRH2 (T59G: N614; R620; | .. o ot \ | SSC-P 262
K650) (G4S8):(G4A)S
e | VK3:VH5 JHSa CDRLI (T254); 20aa D ,
CAS-070 CDRH3 (M99F: Y102S) (Gu8):(GsA)s | SFPEP 84
[0196]  sim] VKRR T IgCIELBERI 485 , Pk TeGLECHE B A DL T B il X A AZ 0 XN A

FF MR — A R R A R A SCH B4 & SEQ 1D NO:84, H ik 1 i A
4 K8 A AL 8 (CPPCP,SEQ 1D NO:230) 51 GEA b, U NAERim BEH AR IZ O

IgGLEA) .
[0197]

FCDRIFEAF gt & 3 TKaba t 4 5 ] o

[0198] "R 2L nT LA T-H ISMT P4 F B HUAR 1 CD- 374 ¢t MR 45 & 4 7 19 HAh 80

X

[0199]  R2.CD3THF e PELS A8 A B AN PR B BE X

ettt LELY 3 e

cce(p)-hlgGl | EPKSCDKTHTCPPCP 90
sce(p)-hIgGl | EPKSSDKTHTCPPCP 92
see(s)-hlgGl | EPKSSDKTHTCPPCS 94
osc(p)-higGl | EPKSCDKTHTSPPCP 102
cse(s)-hlgG1 | EPKSCDKTHTSPPCS 104
ces(p)-hlgG1 | EPKSCDKTHTCPPSP 255
ces(s)-hlgG1 | EPKSCDKTHTCPPSS 256

[0200] | (se(p)-higGl | EPKSSDKTHTSPPCP 106
ssc(s)-hlgG1 | EPKSSDKTHTSPPCS 108
ses(p)-hlgG1 | EPKSSDKTHTCPPSP 257
scs(s)-hlgG1 | EPKSSDKTHTCPPSS 96
ess(p)-hlgG1 | EPKSCDKTHTSPPSP 110
css(s)-hlgGl | EPKSCDKTHTSPPSS 112
sss(p)-hlgG1 | EPKSSDKTHTSPPSP 08
s¢s(s)-hlIgGl | EPKSSDKTHTSPPSS 100

higAl | VPSTPPTPSPSTPPTPSPS 115
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REEHE REBF7

SEQ ID
NO:

hlgA2 VPPPPP

116

hlgG3 | £pKSCDTPPPCPRCPEPKSCDTPPPCPRCP

ELKTPLGDTTHTCPRCPEPKSCDTPPPCPRCP

118

hlgG3(cee) | EPKSCDTPPPCPRCP

258

hlgG3(scc) | EPKSSDTPPPCPRCP

120

[0201] hlgG3(cse) | EPKSCDTPPPSPRCP

126

higG3(ccs) | EPKSCDTPPPCPRSP

259

hlgG3(ssc) | EPKSCDTPPPSPRCP

260

hlgG3(ses) | EPKSCDTPPPCPRSP

261

higG3(css) | EPKSCDTPPPSPRSP

122

hlgG3(sss) | EPKSSDTPPPSPRSP

124

ESPKAQASSVPTAQPQAEGSLAKATTAPATT

high RNTGRGGEEKKKEKEKEEQEERETK TP

127

[0202] "N bR AL AT BL AT Gn SMI P43 B A4 1K) CD- 3745 S PR 45 5 43
X

[0203]  R3A.CD-37THF A TR & 82 A R N EEHEHESRIX

[0204]

T A AE 2R

VR AVHIERR

SEQ ID
NO.

FR1

VHI QVQLVQSGAEVKKPGASVKVSCKASGYTFT

140

VHI QVOQLVQSGAEVKKPGSSVKVSCKASGGTES

141

VHI1 EVQLVQSGAEVKKPGATVKISCKVSGYTFT

143

VHS5 EVQLVQSGAEVKKPGESLKISCKGSGYSFT

144

VH5 EVQLVQSGAEVKKPGESLRISCKGSGYSFT

145

VH7 QVQLVQSGSELKKPGASVKVSCKASGYTFT

146

FR2

VHI WVRQAPGQGLEWMG

147

VHI WVQQAPGKGLEWMG

150

151

VHS5 WVRQMPGKGLEWMG
FR3

VHI RVTMTTDTSTSTAYMELRSLRSDDTAVYYCAR

154
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[0205]
v K A VHAERK N
VHI1 RVTITADESTSTAYMELSSLRSEDTAVYYCAR 155
VHI RVTITADKSTSTAYMELSSLRSEDTAVYYCAR 156
VH1 RVTITADTSTDTAYMELSSLRSEDTAVYYCAT 157
VHS5 QVTISADKSISTAYLQWSSLKASDTAMYYCAR 158
VHS HVTISADKSISTAYLQWSSLKASDTAMYYCAR 159
VH7 RFVFSLDTSVSTAYLQISSLKAEDTAVYYCAR 160
FR4
Jﬁégﬁib WGQGTLVTVSS 161
JH2 WGRGTLVTVSS 162
JH3a, JH3b WGQGTMVTVSS 163
JH6 WGQGTTVTVSS 168
WGKGTTVTVSS 169
[0206]  53B.CD-374r - PE4S & B I N R BEHEZE X
VE AVKERE S%%?D
FR1
VK3 EIVMTQSPATLSVSPGERATLSC 170
VK3 EIVLTQSPATLSLSPGERATLSC 171
VK1 DIQMTQSPSSLSASVGDRVTITC 172
VK1 NIQMTQSPSAMSASVGDRVTITC 175
VK1 AIQLTQSPSSLSASVGDRVTITC 177
VK1 DIQLTQSPSFLSASVGDRVTITC 178
[0207] VK1 AIRMTQSPFSLSASVGDRVTITC 179
VK1 AIQMTQSPSSLSASVGDRVTITC 180
VK1 DIQMTQSPSTLSASVGDRVTITC 181
FR2
VK3 WYQQKPGQAPRLLIY 182
VK1 WYQQKPGKAPKLLIY 184
VK1 WYQQKPGKVPKLLIY 185
VK1 WYQQKPGKAPKRLIY 186
VK1 WFQQKPGKVPKHLIY 187
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VE AVKAERE S%%m
VK1 WFQQKPGKAPKSLIY 188
VK1 WYQQKPAKAPKLFTY 191
FR3
VK3 | GIPARFSGSGSGTEFTLTISSLOSEDFAVYYC 194
VK3 | GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC 195
VKI | GVPSRFSGSGSGTDFTLTISSLQPEDFATYYC 196
VKl | GVPSRFSGSGSGTDFTLTISSLQPEDVATYYC 197
[0208] VKI GVPSRFSGSGSGTEFTLTISSLOPEDFATYYC 198
VKl | GVPSRFSGSGSGTDYTLTISSLQPEDFATYYC 203
VK1 | GVPSRFSGSGSGTEFTLTISSLQPDDFATYYC 205
FR4
K1 FGQGTKVEIK 206
FGQGTKLEIK 207
FGPGTKVDIK 208
FGGGTKVEIK 209
FGQGTRLEIK 210
[0209] ek R LSO R TR BITEROCD-3T45 SHHESUIPSY T (6L TS24 AUt th RO T 52

B 5 B AL = A Bt S DA Rt B B 1 R 5 5 T e A T R ] AR A I DA A

scPvas & 45

TSR P 5 s FH TR s cF v 25 45 R IEE 42 1) 58 L 45 ) S s 5 A58 B

SERI) LS4y AR BAE R K CAS—-024 Rl & £ 1 1K 24 CD-3THF F It SMIP 73 £

[0210] 4. SMIPZH A& 5B4 AL PECDITHR S HESMIP 2 Ak
[0211]
M E4H S | SEQ ID NO. £ ABRE
A7 223 MDFQVQIFSFLLISASVIIARGV
B35 224 MEAPAQLLFLLLLWLPDTTG
g, 225 GGGGSGGGGSGGGGSS
T LR e G e A
g, 226 GGGGSGGGGSGGGGAS
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[0212]
MEAR%KF | SEQ ID NO. REBAF
T A 4ty B ) o ,
T"”% A 227 GGGGSGGSGSGGGGAS
tEF | .
S £ 3K ;
PR HA 228 GGGGSGGGGSGGGGTG
EaT
e #‘Jﬁ“ 229 GGGGSGGGGSGGGGSGGGGSGGGGS
HET
b gk 230 CPPCP
GEEGERAR o
Ay 231 SEPKSSDKTHTSPPCP
kb B 3 ‘S S C
Rt A k) 232 DLEPKSSDKTHTSPPCP
R AR 233 DOEPKSSDKTHTSPPCP
I
y : 2 DOEPKSSDKTHTSPPCP
KB 34 GDOEPKSSDK THTSPPC
bt (B R . , ,
et 235 GSSEPKSSDKTHTSPPCP
B AR
s & CD37 DIQMTQSPASLSASVGETVTITCRTSENVYSYLAWY
VL (CDR & 236 QOQKQGKSPQLLVSFAKTLAEGVPSRFSGSGSGTQF
i 25 SLKISSLQPEDSGSYFCOHHSDNPWITFGGGTELEIK
ABAG _ ; _ -
CD;7 ey EIVLTQSPATLSLSPGERATLSCRTSENVYSYLAWY
(CDR' 2k 237 QOKPGOQAPRLIIY FAKTLAEGIPARFSGSGSGTDFET
o -ﬂj} § LTISSLEPEDFAVYYCOHHSDNPWIFGQGTKVEIK
R ALTE 25
CIAT VL, EIVLTQSPATLSLSPGERATLSCRASENVYSYLAWY
(CDR % 238 QQKPGQAPRLLIY FAKTLAEGIPARFSGSGSGTDFT
a%’; LTISSLEPEDFAVYYCQHHSDNPWTFGQGTKVEIK
s )b
CB31 VT EIVLTQSPATLSLSPGERATLSCRTSQNVYSYLAWY
(éD:R e 239 QQKPGQAPRLLIY FAKTLAEGIPARFSGSGSGTDFT
' Ef;; LTISSLEPEDFAVYYCQHHSDNPWIFGQGTKVEIK
ATRAL, | I |
iyl EIVLTQSPATLSLSPGERATLSCRTSESVYSYLAWY
(CDR & i 240 QQKPGQAPRLLIY FAKTLAEGIPARFSGSGSGTDET
' E_,r’)‘d LTISSLEPEDFAVYYCQHHSDNPWIFGQGTKVEIK
S5 CD3T AVQLQQSGPESEKPGASVKISCKASGYSFTGYNMN
VH (CDR % 5.1 WVKQNNGKSLEWIGNIDPYYGGTTYNRKFKGKAT
g s ‘ LTVDKSSSTAYMQLKSLTSEDSAVYYCARSVGPM
AL DYWGQGTSVTVSS
AR EVQLVQSGAEVKKPGESLKISCKGSGYSFTGYNMN
CD37VH 542 WVRQMPGKGLEWMGNIDPYYGGTTYNRKFKGQV

(CDR % 4
ﬁ’iﬁ:\‘)a

TISADKSISTAYLQWSSLKASDTAMY YCARSVGPM
DYWGQGTLVTVSS
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SEQ ID NO.

REBF 5

ARAY
CD37 VH
(CDR X &

ST )a

243

EVQLVQSGAEVKKPGESLKISCKGSGYSFTGYNMN
WVROQMPGKGLEWMGNIDPYYGGTTYNRKFKGQV
TISADKSISTAYLOQWSSLKASDTAMYYCARSVGPM
DVWGQGTLVTVSS

ABAY
CD37 VH
(CDR £

E7)b

244

EVQLVQSGAEVKKPGESLKISCKGSGYSFTGYNMN
WVROMPGKGLEWMGNIDPYYGGTTYNREKFKGQY
TISADKSISTAYLOQWSSLKASDTAMYYCARSVGPF
DYWGQGTLVTVSS

ARAG
CD37 VH
(CDRs R &
BT )e

245

EVOQLVQSGAEVKKPGESLKISCKGSGYSFTGYNMN
WVYRQMPGKGLEWMGNIDPYYGGTTYNREKFKGQV
TISADKSISTAYLQWSSLEKASDTAMYYCARSVGPF
DSWGQGTLVTVSS

IgGl
CH2CH3

246

APELLGGPSVFLFPPKPKDTLMISRTPEVICVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK
TISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVK
GEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWOQOOGNVESCSVMHEALHNHYTQKS
LSLSPGK

CAS-006(#%
& CD37
SMIP)

DIQMTQSPASLSASVGETVTITCRTSENVYSYLAWY
QOKQGKSPQLLVSFAKTLAEGVPSRFSGSGSGTQF
SLKISSLQPEDSGSYFCOHHSDNPWTFGGGTELEIK
GGGGSGGGGSGGGGSSAVQLQQSGPESEKPGASVK
ISCKASGYSFTGYNMNWVKQNNGKSLEWIGNIDPY
YGGTTYNRKFKGKATLTVDKSSSTAYMQLKSLTSE
DSAVYYCARSVGPMDYWGQGTSVTVSSDLEPKSS
DKTHTSPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

CAS-001

248

EIVLTQSPATLSLSPGERATLSCRTSENVYSYLAWY
QQKPGQAPRLLIY FAKTLAEGIPARFSGSGSGTDFT
LTISSLEPEDFAVYYCQHHSDNPWTFGQGTKVEIK
GGOGSGGGGSGGGGTGEVQLVQSGAEVKKPGESL
KISCKGSGYSFTGYNMNWVRQMPGKGLEWMGNI
DPYYGGTTYNRKFKGQVTISADKSISTAYLQWSSL
KASDTAMYYCARSVGPMDYWGRGTLVTVSSDOE

PKSSDKTHTSPPCPAPELLGGPSVFLFPPKPKDTLMI

SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDE
LTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK
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[0214]

##EARET | SEQ ID NO. RABRAF

EIVLTQSPATLSLSPGERATLSCRASENVYSYLAWY
QOKPGQAPRLLIY FAKTLAEGIPARFSGSGSGTDFT
LTISSLEPEDFAVY YCQHHSDNPWTFGQGTKVEIK
GGGGESGGGGSGGGGTGEVQLVQSGAEVKKPGESL
KISCKGSGYSFTGYNMNWVRQMPGKGLEWMGNI
DPYYGGTTYNRKFKGQVTISADKSISTAYLQWSSL
KASDTAMYYCARSVGPFDYWGQGTLVTVSSDOEP
KSSDKTHTSPPCPAPELLGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDE
LTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSV
MHEALHNHYTQKSLSIL.SPGK

EIVLTQSPATLSLSPGERATLSCRASENVYSYLAWY
QQKPGQAPRLLIY FAKTLAEGIPARFSGSGSGTDFT
LTISSLEPEDFAVYYCQHHSDNPWTFGQGTKVEIK
GGGGSCEGEESEGEGTGEVQLVQSGAEVKKPGESL
KISCKGSGYSFTG¥NMNWVROQMPGKGLEWMGNI
DPYYGGTTYNRKFKGQVTISADKSISTAYLQWSSL
KASDTAMYYCARSVGPFDSWGQGTLVTVSSDQEP
KSSDKTHTSPPCPAPELLGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDE
LTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK

AVOLOOSGPESEKPGASVKISCKASGYSFTGYNMN
WVKQNNGKSLE\»VIGNIDP YYGGTTYNRKFKGKAT
LTVDKSSSTAYMQLKSLTSEDSAVYYCARSVGPM
DYWGQGTSVTVSSGGGGSGGGGSGGGGSGGGGSA

SEIVLTQSPATLSLSPGERATLSCRTSENVYSYLAWY
— QQKPGQAPRLLIY FAKTLAEGIPARFSGSGSGTDET
(R 251 LTISSLEPEDFAVYYCQHHSDNPWTTGQGTKVEIK
Mgt ' GSSEPKSSDKTHTSPPCPAPELLGGPSVFLEPPKPKD
R T) TLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE

VHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGK

CAS-002 249

CAS-003 250

SRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF
SCSYMHEALHNHYTOQKSLSLSPGK

EIVLTQSPATLSLSPGERATLSCRTISENVYSYLAWY

CAS-017 QQKPGQAPRLLIY FAKTLAEGIPARFSGSGSGTDFT
(Amil B 25 252 LTISSLEPEDFAVYYCOHHSDNPWTFGQGTK VEIK
£ F) ’ GGGGSGGGGSGGGGASAVQLQQSGPESEKPGASV

KISCKASGYSFTGYNMNWVKQNNGKSLEWIGNID
PYYGGTTYNRKFKGKATLTVDKSSSTAYMQLKSLT
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[0215]

#E%F | SEQ ID NO. AR 7]
SEDSAVYYCARSVGPMDYWGQGTSVTVSSSEFPKSS
DEKTHTSPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVICVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS
NKALPAPIEKTISKAKGOPREPOVYTLPPSRDELTK
NOVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFELYSKLTVDKSRWOQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

EVQLVQSGAEVKKPGESLKISCKGSGYSFTGYNMN
WVRQMPGKGLEWMGNIDPYYGGTTYNRKFKGQYV
TISADKSISTAYLQWSSLKASDTAMYYCARSVGPF
DSWGQGTLYTVSSGGGGSGGGGSGGGEGSGGEGSG
GGGSEIVLTQSPATLSLSPGERATLSCRASENVYSYL
AWYQQKPGQAPRLLIYFAKTLAEGIPARFSGSGSG
TDFTLTISSLEPEDFAVYYCQHHSDNPWIFGQGTK
VEIKGDOEPKSSDK THTSPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVESCSVMHEALHNHY TQKSLSLSPGK

CAS-024 253

[0216]  SLia {512

[0217]  CAS-024 A1 HAhCD3745 Fe k&4 & 8 A () £ ik

[0218] R CAS-024 1 H AR CD3 74 7 P 45 & SMIP 73— vl & 21| v [5G bR UR 8 (CHO) i FL B4
YN AL B G o 72 A SMT P4 1 6 4% 1 CHOZ it 78 B2 3535 9 FLAF FOctec Q& (KK
L 2% B SR A b 97 135 .

[0219] 5 Wt CAS-024 44 EE AR (HLAT 2512 B R 1K P AR 45 iy & e 7 I VHVLIE 20 A
A FURFAS B 51 1 L KT, B T HAt AYRALITCD3T SMIPZ+ R 2 B AT 151N
PR ) ] AR e AL FIVLVHIE 20 291015 5865 b, B 564 AR AL VLVHAG £ 44 55 3
1 B ARZR) , UAFE— T /N - A A8 53 F RIRE 85 3808 (B WL f415) -

[0220]  Z5.SMIPFHIA

[0221]
SMIPEE i 4 (¥ S A2 B (wg/ml)
CAS-001 492 65-80
CAS-002 425 200-280
CAS-003 611 300-360
CAS-024 203 500-650

[0222]  SEjfafs]3

[0223]  CAS-024FNHARCDITHE - P 45 A 8 1 (W) 2 A0 R0 RUST HEFE £ 192

[0224] SR T PR AR L E A, KIS CAS-024 FEL S HACDI T4 S PE 45 A SMIP 4> F I AZ IR
o B 2] v [ G R B0 S (CHO) W FLBh A L T8 R G0 Hh o 7= A2 SMT P4~ 1) 2 G F) CHO 4T fifd A %
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TR,

[0225] @i B I ASE A 7 (A5 N CHOR: 374 BB 2L I (R CD3 T e M 45 5 SMIP 43 F .
HAPBSLAS.0mls/min (150cm/hr) “F4750ml ¥ rProtein A FFELAS#EFE (GE Healthcare) ,F
71 .5 (CV) fF FJAKTA Explorer 100Air (GE healthcare) PA1.7mls/minfii 4
B =) HiE B ErProtein ABRNEWEFFH:, 13K B A SMIP 43+ . FHdPBSTR SR iZ A5 A 1A AR
(CV) , 4R 5 FHI1.0M NaCl.20mMEEFER 5N . pH6 . 0¥ %% . 3T HL.AR 5 FI25mM NaCl.25mM NaOAc,
pH5 . 0¥E¢ « FH100mMH 218  pH3 . 5 AT e it LA CD3 T4 e M 45 5 40+« [l e i = M i)
244y (10omL) , #R 5 FH20 % I BERARFA10 . 5M 2— (N-IEIHRAR) 2 i iR (MES) pH6 . 0 1 % 2]
pH5 . 0o FFZ B Mt M)k 4 %2 2] 25mg /mLER [ FF i Y8 K T

[0226]  j@# I GPCR I HEFR 4 3572: (SEC) #F— b Alifb iZ ik 48 K B S A LA SN =1 o T &
AR B SMIP (B 14K) 4+ . FHdPBSLA12.6ml/min (38cm/min) P45 & 4 1L Superdex
200FF I IE M f1XK50/ 100%E (GE healthcare) , “FH#71. 55 HAKFR (CV) o #554ml (3% CV) £E 4
() e RARA S I L iZAE LA 12, 6m] /minFFE218 4T 3 H eIt 1 & A i  7E40m1 H 4
i F A BTHPLC A M B P4 A I P2 i &, FF FOB BRI SR B & IR A K T 4995 % 1 B 1 & A
GAERER) AFRIMAFHYLL0. 220miH 4T 1 8 K TE R 48 » S8 5 FH 20mM BR 40 - 240mM A7
pH6 . 0BT Ll o

[0227]  CAS-001 (SEQ ID NO:6) \CAS-002 (SEQ ID NO:48) .CAS-003 (SEQ ID NO:52) Fil
CAS-024 (SEQ 1D NO:253) B n& A B & E (POD) [FIE R SECIE B 4 7l /R 7E ] 2A-2D .
CAS—024U4 L. CAS-001 . CAS-002FICAS-003 4 (B 5 FF H A XTFR) o 4% 3 H 8 A FR - CAS—
006 (BRI 2 F 7= A AL T CAS-024 1) AR Bl . CAS—001 . CAS—002FICAS—-003FE 5 #5 H A5 22
(4R B BB, tn BT R, Ho 5 Y5 2035 % RUPOT X 4. 1% “ B #” MELL A POT 435 3F H. AT AR
KRR B G T ARECT BU0 B (I B A R KR X R CAS-0244
INRALAF I = 5 1 ELAZ AR AR I 7= AR B[R] B o A

[0228]  sciaf]4

[0229]  CAS-02440ush & - ok s T HACD374r M4 S22 E

[0230] w4 A A T EE AN R U CD3 74 St P /NS B Ak 5 935 254 (SMIP) 73R AZAE T
Ramo s GI F {7 2 HR b 8 I BRI L 4 B 40 He ) ¥ CD-371%) &5 & 21 F1 77 . SECAAL I
WA HICD3TSMIP4F (CAS-006,SEQ 1D NO:247) FHFMATBlue® %t 4kt (Applied Bio %
40) fnic I FAPEFRHEY) -5 A0 ) KRR G A 3CD3TSMIP 43— (FH PR HE) A2k i R Aw i
(1) NS ALILCD3T SMIP IR 4352 4 o 5 i B S A0 7 W s A LSS I 65 5, 3F HFL19E6 A
T AT g i 2. 7 5 2, WTAIPMAT Blue® FRic 1R A 30CD3 7 SMIP 4> T AEFACS Tt 4] 2%
PRV AG B B 2ug /m1 I HUB 4liAk 1K 85 1 A£ 4 (CAS-001 (SEQ 1D NO:6) LCAS-002 (SEQ 1D
NO:48) .CAS-003 (SEQ ID NO:52) FMICAS-024 (SEQ 1D NO:253)) PA1: 27 S 7% R 2 [ A50u
g/mlZ0.02ug/ml K JE . LL1000rpmiit 3k Ramo s 41 Me54 4f 31 LA 4 X 10°4H i/ 10m1 22 i &
s TFACSEN P 22 Pl - 4 T IR s i 22 38 6 96 FLAR 19 B AN FL P - 5001 FE . 50m] FMAT
Blue®FRit k& 4HiCD37 SMIPSF 15011 RamosZHJid (4 X 10%/FL) AR AE % IR 55 & 304>
BRIFAE820041 fu S I 245 (Applied Biosystems) b iszH, #5 171158 v 25 41 i K /N R A
=

[0231]  iZFMATE 4K Il 5 7 HECAS-024 (A VHVL scFviy AL HTCD37 SMIPS+, BA
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25 BRI ] AR 5 MR 1T B S5 RHMEIR G HICD3T SMIP 4 AH[R] % CD37 I 5% Al
71, 52 AHXE, CAS-024 LA TR A B () ik AJRALBTCDIT SMIP4 i 184 R5 1 %4 CD37 () 58
M7y & IE3) , Bk NIEAHTCD3T SMIP 43— H A7 I A VLVHEZS A AL KT (1) 16 > 2 L BRI 7]
BEEMIRET IS & ) U5 2 95 T CAS-006 8 CAS-024, WL-TVLVHM & {4 , HA
HATATCDRIEAE (CAS-001) ofH &, CAS-001 444 & A 2 1M FRIB M A AR I B =R 2L 1K 4+
(IR [ BT REAR BN 4S5 T iZ A 244, CAS—02445 451 T-CAS-001 1.5F 2.

[0232] %45 R4 NE AN R HCAS-024 1) B #ECDR3H MO FNY 1024 S AR -Y 10 2457 B e &
SR, FF H i A B AR O 2k D B BV RR 4 A (B AR AT B Y102 AR |
CAS-062, 5 CAS-0015%CAS-024FHEL , HAT AT A U R H ™ HFEAR I 455, T 259 Az BM99BK
D101ZRAZM} , CAS-063 22 CAS—067 [ B FE 1A W EA JU-P A TUAS BI R 45 A0 T 2 A 45
AR BE R B R) R, CAS-024 1) 25 M4t th N BB A 1 4 DL KRG 1 5
CAS-006.

[0233]  sLiafs5

[0234]  CAS-0245 /N - AN ZAECD3THr e 45 & B I AHEL R RIS T A R4S &

[0235]  CAS-024 A AR CD37Hr 5 PR 45 & SMIP 4y ¥ i it ZHDNAFE A 7™ A, I 4 2 Y 2|
HEK2934M g R 7K » ZE7T R HR I B 15 374 LG 8 FHOctec QB A AN 25 3H1T 52
[0236] 55 skt fsi 2 By W45 S AHAL , 226 42 78 tHCAS-024 (B A 2564 SR BRI ] AR 45 f30:
FFRIVHVLIE ) RIA @ T HAt AVEAL BN R - A ZRASHTCD3T SMIPAr 215665 B 29275 . /)N
- ANFRAS S FARR RIS, TR A& VHVL YT [\ B VLVH T [A]

[0237]  3£6.SMIPFEIA

[0238]

SMIPEH B E K (ug/ml)
CAS-002 (hVLhVH) 0.47

CAS-003 (hVLhVH) 2.39

CAS-014 (mVHhVL) 2.16

CAS—017 (hVLmVH) 0.70

CAS-006 (mVLmVH) 9.3

CAS-024 (hVHhVL) 12.7

[0239]  fn st 54 Hh B 7 19 5 S A DA FH T LR BSAS [R) ZNBR - A A8 HLCD3T SMIP4rFAH L
CAS-024 5 Ramo s 4H i [ 45 4 1 25 4 512 81 17 - SECAEAL Y % &470CD37 SMIP4»—~ (CAS—-006, SEQ
ID NO:247) FHIFMAT Blue® %t 448} (Applied Biosystems) bnic, I 4 FHAERRHEY) 5 4lik
() RARICHT HR A HUCD3T SMIPrF (CAS-006 , BH 1 Xt HED A4l Ak 1 AR bric 19 AR AL TCD3T
SMIPJUE 4> F—CAS-002 (SEQ ID NO:48) \CAS—-003 (SEQ ID N0:52) .CAS-014 (SEQ ID NO:
251) \CAS-017 (SEQ ID NO:252) FlICAS-024 (SEQ ID NO:253) 75+,

[0240]  {ZFEMAT 354+ K6 U F- 7K 5 7 HH CAS—024 (ELA 25N &k BR 1) 3 4 B VHVL A T AL 9
) B 5EMARL S HICD3T SMIP4>F (CAS—-006) AH [F] fI % CD3T I 3% A1 77, 1M CAS—00 2 HICAS-
003 (R A 1642 FLBL (1) 2 F I VLVHAJRAL 5 ) A IR P45 A (7 H 2 8 35 98 2)
(S WEI4A) o/INR - NFREE 5y, ANE T AR L5 03807 1) (B AT 22 S LR 1 FE 4211 /N B VH-
NBEAVLEL R A 16 BRI B F I NRAVL-/NRVH) , 455 5 CAS-006 FICAS-024[F] £
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UFBE B A7 T-CAS-006 FICAS-024 (1.5 %245 (Z WLE4B) o 1X L5 B 7w, TTRAFHI/MNR - A
HAZ 545 5 CAS-006 [F] £ 17 B EL 22 47 T-CAS-006 , ANE 7 131 40T , 3 H ICCDRRAZ[F) 58 4%
NIEAL I VLV A4 b Hofth A Y54 7 5 i b 25 5, (H 5 CAS-006 B CAS-024 A LL 7 L A 9
ISR A IR E R R A T %, CORT A RAS & & W IF [ 454 77 [ KL L 4 58
JiE 5 (VLVHE VHVL) 7 2 SR oA fif e 06 Il 8, BT 7048 FH B0 K i) ] AR 25 Mo 1) (3 0
CAS-014) o Ak, 1% 2 A7 CAS—024 25 F4 FIAHALL T B1A% 43 CAS—-006 1 T 5T 11 43+ =& UL AS
EH

[0241]  sCaf]6

[0242]  CAS-006H1% FhCD3THF S PEHIAR 45 5 CD3T b (1 AH R B HE B R A7

[0243] AT S0k %5 58 CAS-006 FN H A 2 /i 3R 9 CD3 TR 7 E BU Ak Fr 45 & I CD3 7R A
RABBERIMB371 (#555457) FIFTTCARERHIMB371 (#555456) $£ FABD Pharmingen (San Jose,
CA) ,FITCABEEHIBL14 (#0457) 3 H Immunotech/Beckman Coulter (Fullerton,CA) ,FITCAH
FECIYINMNAG (#RDI-CBL 136FT) FIA{HIEEKINMNA6 (HRDI-CBL 136) 2k HRDI (Flanders,NJ) ,
FITCAEBERI TP024 (#186-040) AR BB IPO-24 (#186-020) K HAncell Corporation
(Bayport ,MN) , FITCAHELHIHAT (#3081) A1 ARARILHIHHL (#3080) Sk HDiaTec.Com (Oslo,
Norway) PA MFITCHHELIWR17 (YSRTMCA483F) FIAAHER[KJWR17 (YSRTMCA483S) 3K H Accurate
Chemical&Scientific (Westbury,NY) o 4% R SZ it (512 9 Br ik 7= 42 CAS-006 SMIPEE [ -

[0244]  fF H 2 FIREF 26 S FFITChRE 15 & Molecular Probes Fluororeporter
FITC Labeling Kit,F6434) , ¥ #4275 (1) 438 A U6 BH 5 40 T 15 CAS-006 5 F I TCARIEK : HIPBS
%13 . 5mg/mLIFJCAS-00645 1 B 1% (POT) 1% £ 5mg/mL . FHHEFEAE N Img (20001) #5023
FIEE R, FEINIM NaHCOs (FH6N NaOHE#E £ pH 8.5) H0. IMILMK . KE50ul DMSOZN i
F|370ug FITCHLA15.20.30F140F ITC: &5 [ (¥ BE /R LL A 20 & vp, 48 DA A X in
(IFTTCHI £ : DI BIFITCIE MR S8 = 5mg/mLEE 1 X 0. 2m1 X 389 X 100 X Jir 75 BE /R
bt /CAS-006 ) 4+ = (110,000) ] .

[0245] & IEAT S BLFFAE 2 IR FFEE R BN 75 738 o 4 s L T 281 Bk ) g 1 0 o) 45 (1) 15
O FEFFA1100g B 00570 B, AT 22 I 58 3 22 5 1 B AL I PBS I 22 B RABBARIFITC. A
2ul /N fENanodrop Il 5 280nMAI494nM 0D 5 18 ik 132 HIUES 46 AR A5 R I SMTP 23— 4 FEE AL
SEG I 58 CAS-0165%f T iZ A T 6 R E, BEPME IR FE 4 . 25mg /mL 3 H & AT
FITC: & ELH: 2. TFITC/CAS-016HI LB A15;3. TFITC/CAS-016f LL #1204 . 4FITC/
CAS-016 /I EL 45119305 3 H.5. 1IFITC/CAS-016f# EL 451 440,

[0246] 8 INBSAZ: 3mg/mL LA # A% E 82 1 - LA 100-24300 X [ 4% B 38 [ YA B A 4 49 75
Ramos [ 456, BA A LA 3200-25600%) i B [ A B R 2H 73 75N PBMC E 1 255 o Fir A # 45
A AHSE IR FEMR30LE H T3 — A8 F , DR A & 25 HH A0 A5 I 30 o 9 1L B 1R R BF (1) RIMF T
X IR S5 A PR 1% R N P 52 B /D B 2T

[0247]  {EFFEARI LS ST d, M 10ng/mLZ 10ug/mLiE EF T TChRIT A 404 A8 B LA i 52 78
BEL W 9F 90 H 48 FH ) A o IR BRI KPR AR TR AT &, 178 J5 A6 b CRFF A AR, [ By BEL B
ORI 7K T 38 0 2288 3k 105 YE ] o DA S K25 A 110 1 49 bE s PRI oA 10 9 P B 22 11, X
FER R 7K~ 2 T BT R BRI » T AR P e A A 288 1) BEL I 3% e o B A DK A A el
HH I AR AR T R BT 5 21 (1) 5 K 25 A R BEL I v M (B15) o
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[0248] SRS F—4L4CD37 mAbFI AN 5 B X B JABEN A , — A ol bk 2 411 B A2 B AT Al R 34T
Yett, ik AN[E 7E A FEMB371 . BL14 NMN46 . 1P024 \HHL WRL7 Tk & [1ICAS-006 SMIP.
[0249] X T35 PhZ5 Ak, 2.5 X 10°BJABZI A A2 96 FLVEY JEEAR L 7E 4L 33 55 0k (LA 2%
/NG LB I PBS) HH L. 25ug /mLEIFITCARBE I HCD37 mAb (FE 48 Rk (2.5.1.25.0. 658
0.3ug/ml) FIRAFECATIICD3T MADAEAE ) B L ta 377 T UK L6 i & 459 % 758 N
41U RT W BT BB FIF TTChR IR R ST ARAB I NN R B S8 )5 » FHPBSHE S 42 . 57k I HLH
1% % % B (USB,Cleveland,Ohio) [ 52 o i i 37 20 41 fB A%+ ff FIFACsCalibur{X 2% Al
CellQuest®# A (BD Biosciences,San Jose,CA) 7 HrAb 3 i B 20 fitd o

[0250]  %}T-FACs2E SCREBTRE I, 2.5 X 10°BJABLH L AE96FLVAYJEAR « 78 5ue/m1 (1) AR AR L)
PLCD37 MAbAELE T R P i 77 AL (B A 2% /N LTSI PBS) B L (el 7 i b T = iRk
W% B 4555 IS NPT TCARIC A FTCD37 mAb A 2ug/ml [ 443K, SRR bR LK IR RE 23,3
ng/ml o R AE 2 I G T B A5 B, SR FIPBSYE 2. 5IK , H s A AEPBSH 1)1 % 2 5
i (USB,Cleveland,Ohio) [l 58 o il I i sUAH A . F/EFACsCalibur X £% - ff fiCell
Quest#f} (BD Biosciences,San Jose,CA) 7 Hrdt .

[0251] T e s S/, EE5H2%FBS (Gibco/Invitrogen) JPBS (Gibco/
Invitrogen,Grand Island NY), (Jeffd% 35 3E) PLZI4 X 1040 f/mLAY W i B I 40 M . SR
VG AP ERAR , S8 JE 1 70 G €k 77 22 rh R R I UG AE & A 1 L8 0 28 s 284 8 IR P 7R 0K |
W5 A RRL45 4 o B0 FE I FPBS TR 20k« LA L 501 e &M B NPT TC 1L =E T A 186
(CalTag,Burlingame CA) ,Jf HAEUK FHEE 4570 %F « B O RE b, FEPBSH B4, SR JG 7E20011
[KIPBSHI 11 % % B % (USB,Cleveland,Ohio) " [l 5& o 18 o ¥ 2 40 M . ZEFACsCaliburfy
% i HCell Quest® A4 BD Biosciences,San Jose,CA) 42 i .

[0252] B Fhbiid i 7 H RS AT 1 25 A 3 36 BH BT A1 DX 40 5 AH [R) 1 B0 D AE 20
[RIRAT L5 G o X T REPIPUAR , WLGE B AR (1) %) T 45 G4 %) 2y - CAS-006  SMIPEAT B i
T4 R ) s v KT () R BT 9 2 5 (] S HH L 25 o S5 7K1 () BEL W 3 2, 3 ELWR17 . TP024 L
MB371 B 4 HuBEL T , {H 7t EE S5 AR PR AR AR e 1) 0+ SRR PR T (K5) «

[0253]  {EFHWEVER 2B 2 4b, BEAT AHALL R B SEES , A ik 2 FhCD3 741 i) (Y e A4 4
IS4 5 CD3TSZ AR I 45 A I B8 77 o ok B IX Be SEAG I 5 2R , 15 00T B A7 U 23— (1% BEL I A 2
HOERA ) 45 SR AEALL , R BH 22 FhCD3TEE [A] 1) AR FICAS-006 B A7 FH ) B 55 25 B [ R A7 o
[0254]  SLjitafs]7

[0255]  SCID/INER H A B2 N MR (DOHH2) SR M A 78 o f) CAS—024 ) 7718 S [z
[0256] % SEEGHT E 12 I 5 AESCID/INBR A 2 321 B2 T A Ji8d (DOHH2) s ffi % i )55 A v
FHCAS—0244h B %) 751 8 52 S - DOHH2 22 Y5 S5 A DI PP bR 2 98 1) S 38 B CD20°CD 37" A BRI 2
AL &R (Kluin—Nelemans et al.,Leukemia 5:221,1991) . [A itk , DOHH2YE B 45 F
PR ENHL A B

[0257]  ¥&57 J5/NDOHH24H M fz T vE 5 2 MEPECB-17SCID/MR (Harlan, Somerville ,NJ)
M, FFaR ZINBR 6 . 5 WS, P E B N18.0£0. 1g GEMHEI M 14.64522.6g) . lEg #0548
R 5 22 H0/INBR A H I AT i S 1 PR o gk 98 ZINBR 4 D EAA A 24P 5 e AR AR ) 440 (R 2in =
14555 AR, 2985 RN AT JE4 RN o 24 24K 58 SCNEBOR o F— X JUA% 25 0 = e
BRI LR ARG E R AR V=1/2 (KB X (58 ) *] . L L8 24 i AR B Ay 228mm’
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b 2R iR K/ 9 224mm? , 3 HLYE 9 1797 284mm®
[0258] K7 A& AE AT

) % POI REFNFF ATaEHNHE
1%

PBS NA T 4 <0.03 BU/mg NA
A 1gG e 10 mg/mL ﬁ?%’fé 1.0 mg/mL
(hulgG) W& #%=10EU/mg | PBS
[0259] xFF 200 ng F=,
HHE 1.0 mg/mL
'BS; i& iz 2.vf*
9.6 mg/mL PR A5 12 %

CAS-024 100 B H % 100 pe
HE, KRB 13 &
SR S
B

[0260]  FEZE0R EARMESR, Wk TPEHT0. 2m] & A 200ng hulgG (B 14X HR) 5200
100.30,108%3ug CAS-024 [ PBSYA YT far J84 ZHSCID /N R, o 7EVE 524 RS 1 P A Fe AR 77 & 1

CAS—0247 VB LA 18 o 75 22 i) i KA (10 VA VLS N 88 4 B 11 o 2G0T LA R SO P st 4T

% %=0.01 EU/mg

T gmbd (0L CKRS) .
[0261]  K8.5ZIGE T
[0262]
g o deie HRE mgkg 2
_h\ﬁ%_g. ng‘%’,li%‘h@ %ﬁ'}’i 'ﬁﬁkl‘i gﬁxﬁlji g&ff’]ia
BFaib I R (12) P (ng) (~mg/kg)
hulgG 200 11.1 600 33
CA;O 824 S 14 2 200 111 600 33
CAS-024 . -
St A 100 5.6 300 16.7
CAS-024 N |
30 Y 30 1.7 90 5.0
CA?(—)OZ“ . F 8K 10 0.6 30 1.7
C'Ass'oz“ 3 0.2 9 0.5

[0263]  *KINhulgGMICAS-024 2 4% fug/ /N, T AN Semg / kg BEAT 315 1 o bRy K 291 mg /
kg AN T J7E, I T ORI AT (18.0£0. 1g) o ASLIG TP A EILHE 14,68
22.6g,

[0264]  $E AHAUAAR il 2 I VA OF HAERT £ BRIARZE LIRS E RN AW . REATIBIT
SR /N BRI R B /e R B B gAY I HAE SR IR0 AR IR R A N E
1) Ay o BE R IE I A s 25 1 /DN B, o A R D i, 9 HL AR T &2 2030k (MWW F) A TR YT
AR M EL L (30 0 T05E PR B2 . 0B SO+ 5 IR R o 4n 5 /0N B 1) Firdysg
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ARSI F 1500mm’® (B E HA T (on Fridays) 1200mm’) , W/ 6 A% e DA 22 SR BT o 77 fojrg s
R PR T AR 2 m, FF ELRR AR AU EH 5 B /0N BREEL R e 1D TR A AR 38 e PR 2 v A4
Jiti LA 22 SRAER S ) 52 /N BRI “AFE” o (it (1) /N SRR B AR BGER H E SCRTR I S50, (2)
RAE IR I (3) IR A /N RIS B0, AT (4) 44 T BRI 20 %6 ¥ 44, s 36 15T F
TR /INER B LA 22 ERTE)

[0265]  {EZE35K,CAS-024 100ugiBy72HH 1)1 R /N T4 3 P 1> 20 %6 47t DA 22 SR BT
/N AE 2R EL A 266mm® ) TR AR B, VR R T A7E i G B X CR 2725535
R EH T 8 A A T 4 DA 22 SR BE) o T 97 445 SRS O IR A 22 I UF B, i/ NBR A A R
FERIE S HAH) R T 5 Tfrigg 1 A i i DA 22 SR B — R GL Mg 7E 20 TR IEAEAE KR R) o ok
R I A /N BR BB T EL A /0N B DR A A B B I g 35 2 BCSZ 400 1) 976 ) P58 T 4 e DA 22 Ok
B AEATAAT Y67 2 AR 5% 31 25 P B Ak EE B AR 1) I S 28 . GBI R o)

[0266]  ffi fiGraphPad Prism#K (3T BT A it 24 o I F R FiDunn’ s 36 J& 2 3 LL 31 H
TS BRI B 1 77 ZE 0T Kruskal-Wal 1isHI8) S 2 S 25 Jygg 44 - RS 250 A Xof e
TR 525 2 7 N T K ICAS-0243A 77 4 Fhu l gGEL AR AN 2 (R 22 57, LU BT A 4L 56 T
I CAS-0244H Z 18] T EL B, HEBRhu TG o b Ah, K & Fld )& (200, 100A1300g) AN —4
B AT 907, 3F B h R & (30 10FI31ng) dAE N 5 — B 42 #4745 b7 - 18
Kaplan-Meier{7-i 73 B i 2 bl B (] /N SRV T 2. 25 22 57, FTidKaplan—-Me i er 4735 23 A1
FT LG B 790 1 28 (0 S B A 6 o [ IR i sher” s BRS: 06 16 5 0 JRT /N B8 140 R 26 2R 1) 15 2
22 5%, pfE<0. 0SB A HA B2 1

[0267]  CAS-024XF-T-DOHH2 i 8 1) A8+ B A 771 B A i 1 4100 | R o B AIC (Bug) &7 A
A, BEASCAS-02435 57 4LIK ~F 25 g A AR 7 2 S5 R 2 I T N T g Gif 7 2L 1) T 359 e g 44
L IF AR RURELE 12K . 55 1 2K 58hul gGiA T 1 /N SR ARG PA 22 SR AT s IR, 6F T3 i 1
I 7] g5, AR AT CAS-02476 97 2 5 hu T gGEH ¥ vy A B () b A o 7 79 2 S S 9 T ZEAIF 5 PR 1
FEATT 25, TN B e R s 2L A S 2 PR AR AR T B 25 22 e M s, BB 12 R LB 5 16K G T
PR, 16 R 2 Ja — MV I TE] 20 5 XA~ 2 I iR AR S = AN BRI = A T 1
Bb—2HL 1K) 1 28 P A R S 2 AN T o AR A, 78 12 R ) A6 B 1) B, 30mg 1 1 Ong 71 & 4L 1 /N B 1)
S35 IR AR RN AN [ 3 AN R TSR =4

[0268]  FhulgGyay7T /NG HP FE B DR A K, 91 BLAE S5 19 R AHZ 4 R BT A5 /N B A %2
IRFE - 1R SCRIFN L0 i S 45, M XS T-hulgGiR T 4l , FAEATCAS-024 78 7 RIAIT I/ R
(R A735 1L (FE A 99 41 1 p<0 . 0001) o 7F 1) & RN S THT > FH B i (2001 100mg) 711 & %3h
SN AR I R T B2 2 5 (0=0.7091) & TiZA L3 2 4b , B S AL G A7 30 i 2%
AR & 7 R8T RN A7 TE it 28 2 (M7 AR B35 2 7 (pfEEF A0.0132F8 /T
0.0001) ,

(02691 29 . v ASr A3 B ) FNIE JMIge /N BRI R A
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[0270]
| | | Fischer #
| taAE (RECRR | BIRAR | AREY)p
Bt | REHNE | WEKR |aFAN | HOAN | ARNBE
) & RAR) BEER | RERHK
)"
H;é%G 600 pg 14 0/14 0/14 (0%) NA
CAS-024 I —_—— " 11/14 .
200 600 g | AEHAY 0/14 (79%)" <0.0001
CAS-024 R o k . 11/14 e
100 300 pg T~ 8f 3 b 1/14 (79%) <0.0001
CA?E)Q% 90 ug 35 0/14 5/14 (36%) 0.0407
CA %024 30 g 28 0/14 0/14 (0%) NA
CASO 1 9 19 04 | 0714 (0%) NA

[0271]  *FEHEOR  EEAR AN S R i it IR A v 5 FH T R I 8 VR 9T /D B BT R R
HEFHMEANE @) .

(02721 PER /N B IR) A i 2 K T 4 e A 22 55 BRI S R B 5 /N BRI A0  FE 5B 35K, CAS—
024 100wg )& 4 H A1 R /N B T4 1 B K> 20 %6 1 it A %2 SR K o 1% /N SR 7E M I B
266mm’ [] g AR, I H%TKaplan Meier 3 B AE s 5005 Xt 5 (31 58 35 K g 44
TR BIFIE FR ) o A e /INBR DR A e s R Ak B 90 PR 82 2 A/ D R A i A
LRI

(02731 <“TEfify&g” /I B AL A AT i 2 14 SCIMIRT 5 A% i ik 2 2327 i oA e 4 i AS A7 AE o i BT AL
sy I PNINEY

[0274] Y440 SHulgGiE T W HRLH L 55

[0275]  ©4°KT-50 % [ /INGR 7E W 5% HAZE SR A7 I 5 ST A7 I ) 2 AN BH AR T

[0276] KR4S 2 26 7~ o Y 160 4L P07 355 1 28 5% 25 S [ T Hu TG ox BE P 737 it 2% (819 461
Hp<0. 0001, X BRRKEIE) o

(02771 SRR 5 2 AR T hul gGIETT I % B

[0278]  "ZEUE35K , 1 A /N H T4 HE B A 20 % 1Ml B it DA 22 SR BB o« i% /N B AE 29 I B A
266mm° (] R AR, I HL6FKaplan Meier a3 {E e IAHE X 75 o

[0279] 3 10.CAS-0243A 77 2H 2 1) 4737 it 28 AN JC Fiiveq & A= 22 1 b B ¥ p
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AROA GG LA p{E
2B EhR ¢ B Fisher B #£E (£
(& B LK) B 98 & 4 R 4G rhdk)
200 A8 EF 100 0.7091 1.0000
200 A8 LT 30 0.0132" 0,0542
200 AT 10 <0.0001 <0.0001
[0280] 200 48 F 3 <0.0001 <0.0001
100 A8 kLT 30 0.0035 0,0542
100 A9 56F 10 <0.0001 <0.0001
100 A8k F 3 <0,0001 <0.0001
30 A48T 10 0.0002 0.0407
30481 3 <0.0001 0.0407
10 45T 3 <0.0001 NA

[0281] X FHANEE .S WK,

[0282]  “HAK (K pfE<0. 0542 FH T3 1 .

[0283]  hulgG&yT 2 AR Fe A% (10 3ug) CAS-024 5740 F i BT A /NG BB T 2L g i A
K T 1 i LA 22 SR BE o A > FH20085 1001g (%) CAS—02434 7 1 7N B 24 v [ K80 43 Fifrdgd 038 B AS
AFAE A fitk 2 1 IR (1) 185 D o BF ST 25 AR, PR de i 1 S B B —2H 11 /14 (79 %) 1R /N BR AR
30uglEAH5/14 (36%) (I/NR AR T MoE (ShulgGAAHEL , par H/NT0.0001 A
0.0407) .

[0284]  [A I, CAS-024FR I HiXF SCID/INGR H #2324 2 ™ A8 (DOHH2) S B AZAE M1 B K
(149 7515 s M U 1 1 FH o PR B 7R 7 6 (BRI TPYE S 100K 2001g s BRI & 3008600
ng, 7 B T 2916 . 75¢33mg /ke) H A ALEI il 4B FH I ELAEFI il e 28 K e K A7
51 7 5 A Bl Y438 7 T 2 PR T e v B A U

[0285]  sijifafsls

[0286]  CAS-024F171 % & 3 4 ® 1E 2 — I AE SCTD /N B Hh ST 9 A i (DOHH2) 57
PR AR v () T

[0287]  AHFFLHT B 524 MCAS-024 FIAI 2 5 B AE Ay 55— 7ESCID/N R HR #2521 A
fifRs (DOHH2) S5 i B R 0 A 2 v F) Th R o 1 b SC T3, DOHH2 A 9 ) £ A g v P bR 20 %7 1)
FHIICD20°CD37" ABRGAREL A S AL 0 R

[0288] W57 Ji/NDOHH240 B Bz N vE ST 216 . 5 )8 B I #EECB-17SCID/NE, (Harlan,
Somerville,NJ) fI I o JgE 4200 o S8R , 75 KHH 437N B o HH EIL T fik B2 (4 JMr I8 o 6 A 928 /I
B SR B A 24 S 2 R AR R AN 2E (R 2n =15 60 T4, 19985 H/NRRL, 25358 404
MR SO A SE0 R o B — X 42 8 DU & g 7% 1 DA R A ot B3 g A4 v
=1/2[ K X (B8 ) *] 30 L 281 24 g A B Ay 2 28mm® 5 v 437 32 28 o A A A 22 7mm 3 HLE
1815 272mm” s 7E 550K B4R AN EESK , L TPYEST0. 2m1 (5 4 200ug A TgG . CAS-024
B A % H S FL® (S UORIT G B 3E600ug) KIPBSTAYT /N (BEVAIT 15 H) o % T-hulgG.
CAS-024 1) 3 & LR TPV T A, AT A 1 £ VA8 O HAETT 2 B (0 FR25 Big 34y
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I RIEAT IR T BOPAL /D BRI I 7 & AR I E B B gmhd JF BAE S0 R A
OISR GmAD I N I 4440 o

[0289] g K i ik A B A A 1 /N KR, o B B o =, IF HARE R 2 /D 30k MGWLF) B X TR
JTHARIFRWEEE (S 0L S0 W e I B - an b SCRmd v 5 s AR R 4 Bir /s
bR B & T B o — R I IR AR R AT A DA R A 2038 R AT 550K (1 iy A4 A

[0290] %% | (R HIXH B AN = (58 B (0 R AF - S50 R IARD /550K AFN

[0291] 1 /N B TR A BA 21K F 1500mm® (T 2 A FLAF 1200mm®) , T 56 /)N B Jte A 22 5
B o AEFRATTY I SE 56 B T AE T AN R 2 o, I HLBREE S 5 HH /N R 8 1 I AR AR
I8 BT 5 IR T A i DA 22 S BRI R T3] 8 5 /0N BRI A7 o (TSR /0N BRI e A B HE | S
BT () 2800 R A IR (103592 g 90 ) /0N BR TR 3 2 58 B4 B P4 IR 1 20 %6 , FRATT Y 52 56 1
TR 7R /N BRUiE DA 22 SR BE)

[0292]  {#i fiGraphPad Prism#K{4F-3E4T BT A it o #r o 8 F R HiDunn” s 56 5 2 3 LL 3
TAES BRI B 15 )7 Z 4 Kruskal-WallisHkIe) S 5 7 3 Irfyed 44 53 A0 25 40 Xof ik
AR i 2 22 5 o fF FKaplan-Me i er 4735 7347 6 52 B B[R] /N BR A7 V5 1) S 8 22 5, i
Kaplan-Meier {7 if 438 A FH FH - b e 4735 il 28 1 0 BORRAG 36 o A IR 1 sher” s K BAG 6 Hf o
TR /N R R A I B2 2 5 (pfE <0 05N LA W) o

[0293] 24 /)N B3 F TR A R B 1 ST BT i PR R, /N BBt A 22 SR BB - 1E 55 45K, CAS—024
YEITH AR LR /NE T AR E R AR 20 %6 4% i DL 22 5k FE o 1 /N B AE 2 I AS A B I8 (1) SC I
S T AFAG A M AR R 90508 o 8 (A2 AE 5545 R B T JoR A= K i e DA 22 SR BE) 5 3F
HAEFEAEE 70 45 R T g & A 2R A LL e b o R R B At /N SR BT T2 9 LB /N R R A A
L B AEG PR T80 B A2 R0 355 3 R 1T e LA 22 SR BE o AEAT AR ¥ 97 4 b R R 82 B B PR R A TR
PRI B B R AR AR ER) -

[0294]  CAS-024 1 2 B HUIR ST IR /N BRI H O TR 97 B PRI R o B 22 554K (BRIR
ZIMTESTIR) 5 CAS-024 RIA] 2B 3 FL® VAT 4L T35 R AR AR B AT AN TeGIR T 4L
IR ARE I B ATRE T AN 1eGiG T A1 PR MR AR E R FE 1 1R HEH 11K ,CAS-
024 K171 -5 4 3. 30 ® VA TT 2 22 ) 1) T 25 g A AR B0 1 B3 ARG Jr R AR B T B 25 22 St 85 11
FABRFhuTgGIARIT /N SR LA 22 SR FE 5 R I , 6 B8 J (A ) 0 R 34T BB AR AR (1 B 3

[0295]  FhuTgGyAyT (I /INGR Hh i il sk A 4, I EL BI85 15K X 1% 41 b i 43 /0N B e A 22
IRBE AR, BIEE 15K , CAS—024 F1FI 2 H B3y 7 20 mp (19 0 40 Jii 26 9438 B 4745 7] ik
T2 B J B B 475 0, o S ) ANAE CAS—0243R 7 28 rh T8 7 10 S 2 A2 45 A I o BT 40 45 RO
T 285 3067 10 /N BB T L P8 A8 KTl it DA 22 SR B, SR T CAS—-024 33y T 4L P i 10/
14 (71%) [ /NERATHAR A2 TE IR 1) - 2 DL3R 9. IR I, 78 SE 06 25 BRI, CAS—-0245 57 41 Hh K 4735
Fy 253 760 75 B /N B 1 R A 22 5hu T gGotef BB AE AR <2 0 S 4 VAT 4 0 2 R« 16 S
FE eI MR CL IR (1 % S R R (R A YR 9T R 5 CAS-024 48 v EAL T FI2 85 B

[0296] &1 1. v o7 47375 Ak ) RIAC e /I B8 A 26
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[0297]
Fischer #
g R $ goap Sk | RT(hd | RS8R | ARE
%97 R - 3 A 7% =y
s | ETRALT %\ffg)? RB#p | THRA | HAN | RHEL
AN ' P | bty | BPRC | AEAR
&%)
o | BI04 8 K 0/15
HulgG 600 e 13 0/15 (0%) NA
CAS-024 | % 0. 4. 8 & Y an e | h 1014 | _ oo
P 600 g TR <0.0001 1/15 11%)" <0.0001
HEE | o .
ya | B0.4.8K - 4% 0/15
$;%lf;® 600 g 43 0.0001 0/15 (0%) NA

[0298] =3k /IN s DR] Sy e A A i 4t e A 22 SR B0 140 0 R o /N BRI “A79E 7« Bk CAS—024551)
SHPRIL RN G () BEA /N ER T H IRy R Rk 21 905E IR 52 A0 5 R I
Wt LA 22 SR B o

[02991 P44 HHulgGiRyT X IR L 2.

[0300]  <“TEJuRy” /IN B VAL A T i B 7 SCRRT 5 A 1 b 28 2327 i oA PoivJed 4 e AS 477

[0301] 24 KF50 % (1) /)N B AE W2 A 45 AR 7735 A, wp 57 A7 375 B 1) AS BH A

[0302]  HAAAIE 52 2 AR F-Hul oG RE ML

[0303]  TAEEEAS K, 1 /NG T4 B R AR 20 %6 111 4 i LA 22 SR FE o 1% /0N B AE 24 I % B I8
(ISCIMR , - ELAHERR AE S8 1R I FH T TE s /N SR EL B i 4L 2 b

[0304] &% I, CAS-024FIF) Z & B HuAE 8 — 3 AIAESCID /N R A 15 AR (DOHH2) S i e
FELAE TR v A7 R o SRV TR AR RN 5 2 R 43/ BR R B 46 g V3R , 1 AE FHCAS-024
BT /0N SR P OU % B A 1) TR R S DR A e AR R AL CD20YR 97 J5 iR &2 K« [R5 CAS-
024, NJEALITCD3T SMIP, I 72 AR BT Frlves S5 Pl A AL B 20 v 1) 58 2 Th 3%, BT i A 2 4,
FEAE I T A 2 3 47 ® 167 A R ) TSR A B | IR I, K 6 455 SR 36 0, BN bk £ 53 A g
L3755 58 [ CAS—-024 33 T7 28 38 1, I L T4 8 3 JLRIAIT TE AL B S vl AT
RIGIT

[0305]  SEjiffs]9

[0306]  CAS-0245K A b 25307 AR SN

[0307]  Z Wi TLAERH , CAS-006 542530 I FIFIA hr A I U R4 F S 7EAR HP R TE A2 1k
(= 41 1 s (CLL) 4 (2 00, 4 1 3 [ & R R 8 A1 552007,/0059306°5) o FH T-CLLAZH
TEARAM 0 E 352 4> BURTE BR , B LA G T-CAS-006 8% CAS-024 5 v 22 ¥ 77 FIR B RINE | 1%
B 5 2 I 40 3G T AN 22 CAS—006 B CAS—024 I {2 1 T- A FI T 75 4204 o DRI A F2 1) 1) 2 1
5E CAS—024 FI155 Bl Ak 2436 97 I T 76 44 1 20 i 5% 57 v 36 R A= K R 43 24 11 22 441 B vk 2
(MCL) ZH M FRec— 142 7545 2% , LA Ko CAS-024 FIAL 24597 77 () [ JBEA 4 3 25 44 it bk 2 3
T T AS [ A28 57 7000 5 0Lt A0S A2 3580 1% R N o IR KAk 253697 7 F TR TR
AT o TP EEL 98 R At bR £ A I A P8 1) ) 8 2R B AR T R RIS iz ¥

[0308] it 17 AN AB A 25 400 i v 2L R 1) B S ST AU CD3T T A BN R Rec— L 4B AE A7 AE B
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FFAER 25 2 KR B B s PV (4% 06 T B2 A BRI CAS—024 1) A KA (= WET) »
CAS-024 55T A TgG F (ab) *2Fi5CHT & ASC B (1. Sl FHES #3585 SR Al i o FH & B AR
FE R AC BRI CAS-024 25 A 3557 228 AEAZAEBUAAEAEA RNIR FEII B & 2 KB F B R IA i
VRSO0 B 7= 40 M. 7 & A0 96 /1N 5 5L AT FHATPYE P4 20 i o ) 28 e vV A= 47 ] (B 3
THATPREJSUE &3 A D) o

[0309] f#i H{ChoufliTalalay (Adv.Enzyme Regul.22:27,1984) B {7 2 v /BE & F8 5 (CT)
771 TR 44 AT 58 IR 2 B 4h B R 2 AL A I BUE (R Re W AT AN )
2y A 2 TR 2 B2/ 25 A BAE L B2 o 45 R R NI & Fa % (CT) ML TR Rk
S, e RN KA 2 A K A AT T 43 Bl o B = IR SE 6 S 4945 B 6T RN SRR KT
PICT 1 Echrit R 2 (SEM) o CT<L. O AR A Wb Rl 1 FE, CT = 1. AN A, LA K CT> 1.0
NFEEBUE F SR A = AN STAS T AT S 2 06T R A 28R 7K S 1 - 3448 = SEM.
[0310]  CAS-0245 KA BT kB AIA P K 41 A A2 Bl A ) (CT<1. 0) JF H.CAS-024 R 75 3%
A G ZMIME) CI5L.0 LR EZER) LA BB, CAS-024 MMk 570 7 71 4 & #E
ARFEPUR (CI>1.0) o Ak, CAS-024 5 = FiiliRa Ak 22 3697 7 o — i ) 40 A 38 R [ S0 20 i
X T 255 T I AR T AN SR 1 T 3T 0T B A B AR I B IR SR 4 i 4 A - A
M St 77 S N CAS-024 (SEQ 1D NO:253) 5KF BB iAfi i 4 & . X B HE K 1 24
OV A 329097 5 CAS—-0 24864 RIS, FLsh ks m.

[0311]  sKJaf]10

[0312]  FIDIw IR 1/ 2 B4 3

[0313]  fiAR SCRT 4 LR, I PR T A 98 2 28 B, 5 CLL A AT A I At v 97 B A A L , CD37
SMIP 4345 4 25 34 558 11 1 PR bR 2 40 B (1 975 (CLL) 4 i) EL 3445 A R %A% (NK) 411 g
ISR A o R, 78 ST R 1 PR bR E2 40 e 1 195 (CLL) (1) J8 38 R 1/ 2 B s T
LI

[0314] A K/ MG PECLLER /N A bk E2 93 (SLL) 1) 2 AT 2 W 11 28 B DhRe Y 1
#>30,000/mm’ ) B R AKEH . CWF R T SO S 6N I E R ASH 22 HE BAFI1-10) .
THRIE 7R E G A0 . 03mg/kg %2 10mg /kg , B Ji — IR i ik W 25 245, 1J#EAT 41K 551 & (BA Z1] 1-6 A1
9 o5 22 HE GAFIT . 8HIL0) BBAEE — M LR V3R GES R IMKS.0.6.08K10. 0mg/ ke ,
SR 5 A 3K B A ) & o ) B RN R 0 R 2 2 T WER PR AR HE A R S (Common
Toxicity Criteria Adverse Events (CTC AE)) &2k . B vl DARESZ 2 N4 B A
1R B — SR S5 A BH PR A RN

[0315] 25324 M1k, 2244 B T AT B0 BAF1-THRI9) FE5EpliiayT (T #ies2 1
HA TR R AR ZE BHIATT) 64 B E O BN M Ho g B O 3N =AM,
MBI BT AR TIRZEh 7R WA 74 85 B N6 Z 10 (P A EChe) %
Je T EIEHAFIS A A 5513 (PALEUNI . 5) AN ST R) 104 184 ELAT v KUK 2L (A 4
FRfE[del (17p13.1) ,n=5Hdel (11922.3) ,n=23] . KRR LR FFIEM HFEEBI"EAR K
Lo 7E = 24 B OISR B2 BT (1-2400) 87 . LLO . 3mg/keg I 4 , BT A 844 F8 5 R I
A R, R A del (17p13. 1) [ 3 . 244 B3 HoAA Rk A s 1 38 15 B, IF
H AR EME gt 200 b A2 64 % (B WLIE5) o 14 3 B A W E 4 it 250199 %
(R  RAEBE ™ EA R [N, 3 HAE3A HiG T e B AR RN (Z WE6) 1 4 8 BHf
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L2185 40 % B 385 0 AN # CTH FE I 5 (R ER 45 K /19 36 %6 98N, 3 BLAE3AS AT TG
Fra RN (3 W) - 24 3 B /MR H B0 522 38

[0316]  Ziit:184 A1k, 1%CD3T SMIPAr & R UFi 52 697 , H B A IR B #rvE =5
PR R U 22 B B 7R = 10 B PR IR AE AT B AMEA S 5, TR A W 4t v 2™
BRI B R R T LD R VA AR £ S AR (1) 325 R o AE AR K L AR RIS B[ CD3T SMIPA+, B
SRR TR N L e bk O 4 e TR v b 250 il 2 S IR EEL 5/ BB AR il B JBk: 1 I 9 P 975 o
/B BE R B 435 B A/ BE A RSy R PR ZH CLL) A o TR e i D B Y e
[0317]  sEJfaf11

[0318]  CASO24BK A R IA B m]TT AR AM TRk

[0319]  iZHHFT &N T #E CAS024  ZRIE 5 |] 7] FICAS024 5 R IA B /) VT A XfRec—1 (B
11 B9k £ 98 1 i 2R) FISU-DHL~6 (3R B 40 B bk B 900 1) 4 B P 2

[0320]  fH HHPA T RIACD3THI A4 £ : Rec—1 MISU-DHL-6 (HK HDSMZ,Braunschweig,
Germany) - %15 325 7T(TREANDA® ) I #8325 5 K% (University of Washington
Pharmacy) (Seattle,WA) Jf Hi&M# T PBSIFIRFAE-20C EEEH.

[0321]  ¥fRec—1 MISU-DHL-64M I LA 1 X 10* 41 Hfa /FL £ Fh 7 B € 0] 1 . B €20 Jes T () 96 FLAR
[ 100uLE; 2384 o FIASHI IR FE I CAS024 40 3 L 53 A TgG F (ab) "o TG & 1 4 i 3 HAE
LRI RIL BRIV I AFAE R L AE37°C , 5% CO MR I 55 96 /N o B L b 9 284K FH A 1501
L. W& Jo AR #12 = iE FE H100uL/fLATATP L1 tef I3 5] (Perkin Elmer,Boston,MA)
BEAT FRIC o 2R U I A 3 T 20 AR E VDB A MUA TP Jl A F Topcount NXT (Perkin
Elmer,Waltham,MA) P4 152 50 28 f 0 % ' K 2 B A5 o {8 FHPrism (R 4%4 . 0, Graphpad
Software,San Diego,CA) 4 ZE h Ze A& T AL B R 3F B 1Cs0 08 XN 5 R A F ) 35559
FHEL S 2050 % #IHIF R .

[0322] % T~ Wiy ) 4 FH U 5, A0 FH o 7 2808/ 16 A 48 B (C 1) 773 T 2088 43 A (Chou
Talalay) . LATISG 8 XIS K V4 BC 45 BRI MDA A M BUE [ERE W AT AR 2 MA & 2
7] ) 8 S PEZ5 4/ 250 AE A FHEL 38 CHELHE AH BLAE F 43 D =26« DI IEI A FH AR DDA AR
PAER (3 NCI<1L.0.CT=18CI>1.0) o bicd A& HE Bk J5 , ff F Calcusyn B
(Biosoft,Cambridge, UK) Ml KA FREL (CT) o PN 00 S50 1) 25 SR R B CAS024 5 2R Ik B4
AT R E SO T EE 40 Mo A K BRI RAE F (2 0UEILL) 3R13R ] CAS024 5 ik 5 7]
VT (RT3 W ] b 3101 1) SU-DHL—6. 48 B AR K (19 AEARL I 45 51

[0323]  fnfE 127 Brow , i A8 B SCRT IR B 77 ik AR FE I 8 7 CAS-024 5 J5— B T
B BT IR UL AR T RIE ZE AT, KT R A ST 5 CAS-024 Y B A R 3 BUt-T-SU-DHL-6
AR M A I F A HE (S 0B L3) .

[0324]  SEjats)12

[0325] A Jilsed S5 Bl RS AL AR 2R v CASO 2455k A R Ik 5 W) T (1) Thask

[0326]  iZAHF A2y T ELEONT-SCID/INGR H B2 S DOHH2 A 88 S F B2 A M) CAS0 24 1K A R 1k
TEA)YT 5 R PR RS 2 ) ThAR

[0327]  Jpjuseq S P AS AR ) S SRR YT A 4 o G0 SCITIR , DOHH2 2 Y8 F 2B BEVE Mtk 2
JE 1) B3 I CD207CD37 " A B Ib B 41 B 40 i 3R o 15 151 /3 AN DOHH2 48 i Kz 7 ¥ 5 N i 4 CB-
17SCID/IN BRI AT IR o iR 22 ot i B8, R 4 /0 B B et BTk 2 149 T8 o £ 989 /1 B
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45 BT R 2 4 IR AR B 5 AN (B dn = 15 b T4, J485 H/NEL , JE3%8) . 4124
KA E SCRFEOR o F— 5 T2 25 I e e B A8 A DL A S Mg A v=1/2[K
JE X (B8 ) 7] o FER T 3 BB AR AU 23 L , 7 H 22 g oK/ Ry 229mm?, 7 FLYE I 201 %
261mm’,

[0328]  {APYIEYT - FHO. 2m1 543 LR IPBSI RS NG T7 /N 4L : 10ng hulgG (BEOKR (54
TSR, IV) L 10ug CAS024 (50K AR L8R, IV) L 10mg/ kg RIA B H]TT (BEOR V2K .
AR VTR VIR, IP) B 10ug CAS024 (BE0K VHE4K V8K, IV) Fl10mg/ kg Kk B W] T
(BOR 2R BAR GFETRFBIKR,1P) .

[0329] M JUANEE £ o BRI Ak AT e A M /N B o B S e B, I HLAR A 2030k (UGS
F) B0 TR A A FE RO 8 (S 0 30 W 5E e B4R - 1 b SRR vF 5 s AR A
[0330]  fur /I B 19 JiloyBg A B 31 K T 1500mm® (2 A TR K F-1200mm?) , 56k /) B it A
GIRFE AL AP I LA R 2 i, FF HLR AR S AUk BH 5 R /I BR R A I AR RS 21935 PR 5
T A% 568 DA 22 51 B ) B 1) SR 52 /0N BR PR A7 o 200 SR /0N B P e A B L e ik i 50
R IR (1) 3557 et 0 /0N B 13 ) PR B4R B P ARGk 1k 20 %, UGS /N B DA 22 SR BB
[0331]  Zuit o #r o ff HGraphPad Prism¥AF#HAT Fr A Givh 404t o 8 K FDunn’ s536 )5 2
LB T AE S BB 0 55 7 2 94 Kruskal-Wallis®rae) S i & 7 25 s R F2 A
S A R AR R 82 2 22 57 o {8 FlKap Lan—Me i ex #7373 B B8 & Bl I 1) /) B A7 1) 9 2 22
5, FrikKaplan-Me i er /23 4341 F T LU BCA7 0 i 28 (0 0 BRI 36 o {3 FHF i sher” k&
o 6 6 T J R /N B i A ) 2 2 o p B0 069 A B AT B 5 1k .

[0332] {EIRIABEAVTIRIT A, R 6 R LA U ML B B RIETE /A 10K,
CAS024+ZKIAFE RV VR T AL A9 1 /NG B T = 20 %6 1) 4 B [ A 17 4% 8 LA 22 SR B o 1% /0N B %
TAE3E i 22 BV k6 B %5 435 o 26 CASO24 B M yA 7 48 vh R DL PR I PR I8 42

[0333]  ShulgGHHEL , B VAT BN AT DOHH2AE K i 4 ] o 78 55 13K (B /N S AR
FEVER BT —R) 5 A VR TT 4L 1)1 350 Jv g A AR AN ST 35 AE 0T Jived 4 AR 25 A [R] T-hu Tg G R
/INBRZH (B 14AFN4B) o RIS TE R YT FICASO24+ R4k 5 J) VT BA AV T 2H 2 1)t 0 22 211 257 g
AASAURH S 25 FE AT iy A4 AR I . 25 22 St o AT ART 20> JLAh VR I 7 2H S T AN A7 AE - 32 Jvyeg A AR B
PEVREOT IR AR 0k 2 22 S o BRE P ) AR A0 R A 2 59 ~F 35 I AR A R AR AE B 15

[0334]  FhulgGyfayy B9/ & Hh 16 s BRasi AR K, I HaZ 2 vh BT /0 BRI 55 17 R A 4 it A
G IRAE . AN 16 BT BA SR 1 21 30 iy Ja 45, Hhul gGiay7 L AHEL , DATARIIR 7 445 251
N BIAFTE IE K G T BT 41p<0. 0001) o BT A = ANE T AL 2 7 LA K TR 2 T8 6 47375 ith 2641
FEAE 35 2 5, CAS024/ IR S Rl VT BRA LT 3 — 7

[0335] ST 4G R (BE34°K) I, hulgGia T i /N SRR A 4738 (BRI A /N B2 T I (1)
(B 17HI212) o oAt 2H T g /N BRUR R AR 2200 : CASO24 R R IA B2 RV T VR IT A R0/15
(0%) , A JeCASO24+RIABEF] T BB VR IT AL AR N2/14 (14%) oATAR W57 2 2 8] i 2 g /)
R EEAEAEREER

[0336] 12 MEHHLE SRR v A7 A7 15 IS () A IC g /I bR R A 26
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eepe AR RN
sy &7 R TRAEN ek
] (R£0 #
hulgG 50K, B4R, H8KR 0/15 (0%)
‘%@M' BOK. B4R, B8 K 17° 0/15 (0%)
0 ug
[0337]
KEFEIT FORHB2R.FA4KR, e o
10 mg/kg TR, H9KR 17 13 (%)
CAS024 FO0KR. BA4E. B8 K
+ 24 2/14 (14%)
FEENT FHOR.FH2R.FB AR,
% 7%. 594
[0338] i ick /1N BR [KT Ay e A K i 4 e LA 22 SR BB I B R R 0 o /N BRI A7 AE SR 10K,

CAS024+ 7538 B AT IR A AL 19 1R V/INR R AR HE R A = 20 %6 1 45 0E LA 22 SR BB o S T SHAFS
Mt £ 5 12708 SR A DA S B A7 o o HL B /N B DR DB 1 EE P A R B e R 2 Ak

PR Jir A i AR A 22 SR B o
DRI 1 2 T 2L A7 0 i 2 52 25 R TR T Hu TG LK) 4735 il 2% Cf TR A A

[0339]

ST 2Hp<0.0001 s MF ELRRAGTE) &

[0340]

B RUUNINEEY

[0341]

FoH /IR TR R S PARL T AR A 2 SR B

CTTIIRE /N BB T i B R SCIFYR o AR A AL A 2R i DA R 4 AN A7 AE o I T

ECASO24+ I TR VT LA 4L AP, 1R VIR B T4 F B A = 20 96 1T 48 B LA 22 SR BE

[0342] R 13.¥RI7 4 2 [A1473E i 42 Lb #21 pfH
[0343]
Bkt By p 4
(O B AR
hulgG TRU-016 KL% EIT | TRU-016+KE XK 80T
hulgG NA <0.0001 <0.0001 <0.0001
TRU-016 <0.0001 “ NA 0.0050 0.01
RBEET | <0.0001 0.0050 NA <0.0001
TRU-016+ | |
inﬁ 59T <0.0001 0.01 <0.0001 NA
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[0344]  Z AT 78R W CASO24 K 5 A5 B2 w] T R B KT il ) b 42 21 ) - F-SCID
/I B, Y DOHH2 Ji e A K R A A o

[0345]  mJ DAZ & bSPTIR ) 45 Pl sk i U7 S LA 5 (I HLA S U 5 o AS UL I A5 b 31 A AT/
By R A B 2 20 L A R SR L A SRR R R AR A SE R R R L SRR AL b
] & ) HR A AR R 2 Al 51 AR D5 0 RLHE B AR I AN AR S R 7 A AN A L )L H
TR EH AR R AR DA SR I LA S 5 56 5 P A el sk e g SR 4% U5 T o

[0346] MR L SCVRANI T34 , AT DA SE 7 S HEAT IX S i AL R H A e 42 o A SR UL, 76 1A
BOMIZESR A, A8 FH R ARTE AN LA A A BRI 2SR A3 IR S A U B A5 RASBUR 225K 45 e
ONFFIY EARSE T 58 1 L4 fFR D B4 Fi 43 Rl RE (Y S 5 58 DA SO BRI R P 2R R
P A R A ARV o PRI, AR A R ASIR BRI 2R 5
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[0001]

<110>

c;Um
Bl
(o
i

TEE

&

5%§%§%g%ﬁ$¢%aﬁ
&
i
<
S
&l

BRTE
S

120>

<130> APVO-017/02CN 327714-2395

<140> CN 201510609700. 5

<150>
151>

PCT/US2009/040288
2009-04-11

<1h0>
<1812

1S 61/190, 067
2008-04-11

160> 293

170> PatentlIn version 3.3
210> 1

211> 1510

< DN

' NTFFF

COATHF R A ED

400> 1

aagcttgécg cecatggattt tcaagtgcag

gtcataatig
tetgtgggag
gettggtate
ttagcagaag
aagatcagea
aatecgtgga

tecggaaaage

ccagaggagt
agactgteac
agcagaadcd
gtgtgecate
geetgeagec
cgttegetgg
cgegtggeeg

ctggegette

cgacatccag

catcacatgt
gggaaaatet
aaggtteagt
tgaagattet
aggeaccgaa
cggategtea

attttcaget
datgacteagt
cgaacaagtg
ceteagetec
ggragtggat
ggaagttatt
ctggagatca
goggtocage

teotgeaagg

54

CORTAIEIIT N e e 5 T e Ak 22307 IR

tectgotaat
ctecageete
aaaatgttta

tggtetettt

caggeacaca

tetgteaaca

aaggtggees
tgcageagte

cttetggtta

cagtgettea
ectatetaea
cagttatttg
tgcaaaaacc
gttttetetg
teattecgat
tggeteggge
tegacetgag

cteattcact
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ggctacaata tgaactgggt gaagcagaat aatggaaaga gecttgagtg gattggaaat 600
attpatectt attatggtge tactacctac aaccggaagt toaagggeaa ggccacattg 660
actgtagaca aatcetccag cacagectac atgeagetca agagtetgac atctgaggac 720
totgeagtet attactgtee aagategete ggccetatge actactgege tcaaggaace 780
teagtcaceg tetetiéaga tetggagcee aaatettetg acagaactca. cacateteca 840
cegtgeeeag cacctgaact etteggtgea cogteagtet teectettece cecaaaacce 900
aaggacacce teatgatete ceggaceect gaggtcacat gegtpggtggl ggacgtgage 960
cacgaagacce ctgaggteaa gttcaactgy tacgtggacg gegtsgaggt geataatgee 1020
aagacaaage cgeggeagea geagtacadc ageacghace gtgtpgteag egtecteace 1080
gtectgeace aggactgget gaatggeaag gagtacaagt geaaggtete caacaaagee. 1140
cteecagece ccategagaa aaccatetoc aaagecaaag ggeagecieg agaaccacag 1200
gtgtacacce tgeecceate €dgggatgag ctgaccaaga accaggiecag cetgacetge 1260
ctgetecaaag gettetatee aagegacate gecgtggagt gegagageaa tgggeaaceg 1320
gagadcdact acaagaceac geetecegte ctggactedy acggetectt ¢itectetae 1380

10002] ageaagetea ccgtggacaa gageaggteg cageagggga acgtettete atgeteegtg 1440
atgeatgagg ctetgcacaa ccactacacg cagadgagee totccctgte tecgggtaaa 1500
tgagtctaga 1510
210> 2
211> 496
212> PRT
@Lyy ALFPER|
<2207 v
223> CD3T4rRMtES A EA

400> 2

Met Asp Phe Gln Val Gln Ile Phe Ser

1

5

Val Tle Ile Ala Arg Gly Val Asp

20

25

10

Le Gln Met

Thr Gln
30

Phe Leu Leu Ile Ser Ala Ser

15

Ser Pro Ala

Ser Leu Ser Ala Ser Val Gly Glu Thr Val Thr Ile Thr Cys Arg Thr

35

40

55
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[0003]

Ser
Lys
65

Val
Lys
His
Tle
Ser
145

Gly

Trp

Lys

Ala

225

Tyr

Ser

His

Glu Asn Val

50

Ser

Pro S

Ile

His

Lys

130

Ser

Ala

Tyr

Ile

Phe

210

Tyr

Cys

Val

Thr

Pro Gln

Ser Ser

100

Ser Asp

115

Gly Gly

Ala Val

Ser Val

Asn Met
180

Gly Asn
195

Lys Gly

Met Gln

Ala Arg

Thr Val

260

Ser Pro

Tyr

Leu

83

Leu

Asn

Gly

Gln

Lys

165

Asu

Lys

Leu

Ser
245

Ser S

Pro

Ser
Leu
70

Ser
Gln
Pro
Gly
Leu
150
1le
Trp
Asp
Ala
Lys
230

Val

Cys

Tyr Leu Ala Trp

985

Val

Gly

Pro

Trp

.

Ser
135
Gln
Ser
Val
Pro
Thr
215
Ser
Gly

Asp

Pro

Ser

Ser

Glu

Thr

120

Gly

Gln

Cys

Lys

Tyr

200

Leu

Leu

Pro

Leu

Ala

Phe

Gly

Asp

105

Phe

Gly

Ser

Thr

Thr

Met

Glu

265

Pro

56

Ala

Ser

90

sSer

Gly

Gly

Gly

s Ala

170

Gly
Val
Ser
Asp
250

Pro

Glu

Tyr

Lys

75

Gly

Gly

Gly

Gly

Pro

155

ser

Asn

Gly

Asp

Tyr Trp

Lys

Leu

Gln

60

Thr

Thtr

Ser

Gly

Ser

140

Glu

Gly

Gly

Thr

Liys
220

Glu Asp
235

Ser

Leu

Gln Lys Gln

Leu &la Glu

Gln Phe Ser
95

Tyr Phe Cys
110

Thr 61lu Leu
125
Gly Gly Gly

Ser Glu Lys

Tyr Ser

g
1T

L1

Lys Ser Leu

190

Thr Tyr Asn
205

Serr Ser Ser

Ser Ala Val

Gly Glo Gly

Ser Asp Lys
270

Gly Gly ‘Pro

Gly
Gly
80

Leu

Gln

Glu

Gly
Pro
160

Thr

Glu

Arg

Thr

Tyr

240

Thr

Thr

Ser
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[0004]

Val
Thr
305
Glu
LyS:
Ser

Lys

Tle
385

Pro

Leu

Ser

Phe

290

Pro

Val

Thr

Val

Cys
370

Ser:

Pro

Val

Asp
450

275

Leu

Glu

Lys

Lys

Leu

355

Lys

liys

Ser

Lys

Asn Gly Gln

435

Gly

Arg Trp Gln

465

Leu

His

Asn

210> 3
400> 3

Phe

Val

Phe

Pro
340

Thr

Val

Ala

Arg

Gly ]

420

Pro

Ser

Gln

His

FPro
The
Asn
320

Arg

Val

Ser

Liys

Asp

405

Glu

Gly

Tyr
185

Pro
Cys
310
Trp

Glu

Leu

Asn

Gly

390

Glu

5 Tyr

Asn

& Phe

Asn
470

Thr

Lys

295

Val

Tyr

Glu

His

Lys
375

Gl

Leu

Pro

Asn

Leu

455

Val

Gln

230

Pro

Val

Val

Gln

Gln

360

Ala

Pro

Thr

Tyr
440

Tyr: S

Phe

Lys

Lvs

Yal

Tyr

345

Asp

Leu

Arg

Lys

Asp Tl

425

Ser C

sSer

57

Asp
Asp
Gly
330
Asn
Trp
Pro
Glu
Asn

410

Thr

v Lys

Lieu
190

Thr

Val

315

Val

Ser

Lew

Ala

Pro

395

Glo

Ala

Thr

Leu

Ser

475

Ser

Leu M

300

Ser

Glu

Tht

Asti G

Pro

380
Gln

Val

Val

Pro

Thr

460

Val

Leu

Hig

Val

Tyr

Val
Ser
Glu
Pro
445

Val

Met

Ser

Ile

Glu

His

Glu L

Tyt
Leu
Trp
430
Val
Asp

His

Pro

Ser

Asp

Asn

335

- Val

s Glu

Thr
Thr
415
Glu
Leu
Lys

Glu

Gly
195

Arg

Pro

320

Ala

Val

Tyr

s The

[.eu
400
Cys
Ser
Asp
Ser
Ala
480

Lys
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000
<21Q} 4
<400> 4
000
210> 5
211> 1482
<2127 DNA v
21> AL
220> v
223> CD3THr PR G EN
<400> 5
atggaagece casetuaget tetelteete ctgctactet gocteccaga laccacegga 60
gaaattgtgt tgacacagtc tecagecace ctgtetitgt ctecaggega aagagecace 120
ctcteetgee gaacaagtga aaatgtttac agcetdcttag cetggtacca acagaaaccet 180
ggccaggete ctaggetect catetatttt geasaaacet tageagaagg aaticeagee 240
agpttcagtyg geagtggate cgggacagac ttcagtetea ccatcageag cotagageet 300

[0005] gaagattttg cagtttatta ctgtcaacat cattecgata atcegtgrac atteggecaa 360
gggaccaagg tggaaatcaa aggtggoget ggetogggeg gtgatggate ‘tggaggﬁ;ggt 420
gggaccggty aggtgeaget ggtgeagtet ggageagagg tgaaaaagec cggagagtet 480
ctgaagattt cctgtaageg atecggttae teattcacty zetacaatat gaactgggte 540
cgocagatge cegggaaagg cctcgagtgeg atggpecaata ttgatcetta ttatggtagt 600
actacetaca accggaagtt caagggecag gteactatet cegeegacasa gtecateage 660
accgeectace tgeaatggdg cagectgaag gectiggaca cogecatglta ttactgtgea 720
cgeteagteg gecectatgga ctactgggec cgeggeacer tggteactet ctcectetgat 780
caggageeca aatettetga caaaactcae acatctecae cgtgeecage acctgaacte 840
ctgepteggac coteagtett cotettecee ceanaaccea aggacaceet catgatetee 900
cggacceety aggtecacaty cotggtggty gacgtgagee dcgaagacee tgaggtcaag 960
ttoaactggt acgtgpacgs cetggagete cataatgeon agapadagee gogeeagedg 1020
cagtacaaca gcacgtdccg tgtggteage gtectecaceg teetgeacca ggactggetg 1080
aatggeaagg agtacaagtg caaggtctee aacaaagece teccagecee catcgagaaa 1140
accatcteca aagccaaagg geageccoga, gadccacagg tgtacaceet gecececatee 1200
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cggegateage tgaccaagaa ccaggteage ctgacctgee tggtoaaage cttetateca 1260
agepacateg cegtggagly goagageaat gggcageegy agaacdacta caagaccacg 1320
cetecegtge tggactecga cggetectte tteetetaca geaageteac cgtegacaag 1380
agcaggtege agcaggggaa cgtettetca tgoteegtea tgcatgagge tetgecacaac 1440
cactacacge agaagageet ctecetgtet ccgggtaaat ga 1482
210> ®©
<211» 493
<212» PRT
213> ANLFF)
220> v
223> CD3TRFRIESEGED
400> 6
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro
1 5 10 15
Asp Thr Thr Gly Glu lle Val Leu Thr Gln Ser Pro Ala Thy Leu Ser

20 25 30
[0006]
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser Glu Asn
35 40 45
Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
50 55 60
Arg Leu Leu Ile Tyr Phe Ala Lys Thr Leu Ala Glu Gly Ile Pro Ala
65 70 (&) 80
Arg Phe Ser Glv Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr' Ile Ser
85 90 95
Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln His His Ser
100 105 110
Asp Asn Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Gly
115 120 125
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Thr Gly Glu
130 135 140
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[0007]

Val

145

Leu

Met

Asn

Gly

Gln

225

Val

Pro

Phe

Val

305

Phe

Pro

Thr

Val &

Gln

Lys

Asn

Ile

Gln

210

Trp

> Ser

ser

Pro

Pro

290

Thr

Asn

Arg

Val

Lou Val

Lle Ser

Trp Val
180

Asp Pre
195

Yal Thr

Ser Ser

Val Gly

Ser Asp
260

Cys Pro
275

Pro Lys

Cys Val

Trp Tyr

Glu Glu
340

Leu His
355

Asn Lys

Gln

Cys

165

Arg

Tyr

Ile S

Leu
Pro
245
Gln
Ala
Pro
Val
Val
325

Gln

Gln Asp

Ala

Ser
150
Liys

Gln

Tyr

Lys

230

Met

Glu

Pro

Lys

Yal
310

Asp

Tyr

Leu

Gly Ala Gly

Gly

Gly
Ala
215
Ala
Asp
Pro
Glu
Asp
295
Asp

Gly

Asn

Trp

Pro

Ser
Pro
Gly
200
ASp
Ser
Tyt
Lys
Leu
280
Thr

Yal

Val

Ser

Leu
360

Ala

Gly

Gly

185

Thy

Lys

Asp

Trp

Ser

265

Leu

Ser

Glu

Thr

345

Asn

Pro

60

Val

Tyr

170

Lys

Thr

Ser

Thy

Gly
250

Ser

Gly

Mat

llis

Val

330

Tyr

Gly Lys Glu

Lys

155

Ser

Gly

Tyr

Ile

Ala

235

Arg

Asp

Gly

Lle

Glu

315

His

Arg

Lys

Phe

Lieu G

Asn

Ser

220

Met

Gly

Lys

Pro

Ser

300

Asp

Asn

Val

Lle Glu Lys

Pro Gly

Thr Gly

190

Arg Lys
205

Thr Ala

Tyr Tyr

Thr: Leu

Thr Hig

270

Ser Val

Arg Thr

Pro Glu

Ala Lys

Val Ser

350

Tyr Lys
365

Thr Lle

Glu

Iyr

175

e Met

Phe 1

Tyr |

Cys

Yal T

255

The ¢

Phe 1

Pro

Yal

Thr

335

Val

Cys

Ser

Ser
160

Asn

Gly

Ser

Glu
Lys
320
Lys
Leu

Lys

Lys
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370 a75 380
Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser
385 390 395 400
Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
405 410 415
Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln
420 425 430
Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly
435 440 445
Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln
450 455 460
Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
465 470 475 480
His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
[0008] 485 490
2ro> 7
<211> 1482
<212> DNA
213> ANTF4
<22G> N ,
293> CO3TRrmPEES BN
400> 7 B
atggaagece cageteaget tetettecte ctgctactet ggeteccaga. taccaccgga 60
gaaattgtegt tgacacagtc tecagccace clgtetttgt ctccaggega aagagecace 120
ctetectgee gaacaagtga aaatgtttac agetacttag cetggtacca acagaaacet 180
ggccaggete ctaggetect catetatttt geaaaaaccet tageagaagg aattccagee 210
aggtteagtg geagtggate cgggacagac ttecactetea ceatcageag cetagageet 300
gaagatttte cagtttatta ctgtesacat cattoocgata atdegtggac attcggccaa 360
gggaccaagg tggaaatcaa aggtggeget ggeteggees gtigtggate tggaggaszgt 420
gggagetety aggtgeaget ggtgeagtet ggagcagagy tgaaasagee cggagagtet 480
ctgaagattt cctgtaaggg atccggttae tecattcactg getacaatat gaactgggdtyg 540

61
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cgecagatge ccgggaaagg cetcgaghes atgggraata tigatectta ttafggtget 600
actacctaca accggaagll caagggecag gteactatet cogeegacaa glecateage 660
acegectace tgcaatggag cagectgaag géctegeaca cogecatgta ttactgteca 720
cgeteagters gecotatgga ctactgggge cgeggeacce tggteactgt ctectetgat 780
caggageeca aatettetpd canaactcae acatotecae cgtgeceage acctgaacte 840
ctgggtggac cgteagtett cetettecee ccaaaacccea aggacaccct catgatctee 900
cggaceerty aggteacaty cgtgatepgte gacgteagee acgaagacce tgaggteaag 960
ttecaactggt acgtggacgg cotggagete cataatgeea agacaaager gegggaggag 1020
cagtacaaca geacgtaccg tgtggtease gtecteaces tectgcacea ggactggetg 1080
aatggeaagg agtacaagtg caaggtctee aacaaageec toecageece catcgagaaa 1140
accatctoca aagccasagg geageoccga gaaccacage tgtacacect gececcateo 1200
cgggatgage tgaccaagaa ceaggtceage ctgacetgee tggteanagg cttetateca 1260
agegacateg ccgtogagty ggagageadat gggeageces agadeaacta caggaccacg 1320
ceteccgtge tggacteega cggetectte tioctetaca geaagetceac cgtggacaag 1380

[0009]  sgcagatage ageagsggaa cgtettetea tgeteegtga tgeatgagge totgeacaae 1440
cactacacge agaagagcct ctecetgtet ceogggtaaat ga 1482
210> 8
211> 493
212> PRT
213> ATLFA
<220>
<223> CD3THrRIEZESED

<400> 8

Vet Glu Ala Pro

1

5

Ala Gln 1

jeu Leu Phe Leu Leu

10

Asp Thr Thr Gly Glu Ile Val Leu Thr Gln Ser
25

20

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys

35

40

Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys

62

Leu Leu Trp Leu Pro

15

Pro Ala Thr Leu Ser

30

Arg Thr Ser Glu Asn

45

Pro Gly Gln Ala Pro
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[0010]

Arg
65

Arg

Ser

Gly

Val
145

Leu

Met

Asn

Gly

Gln

225

Arg

Val

Pro

50

Leu

Leu

lle

Phe Ser Gly

Leu Glu

Gly Gly S

130

Gln

Lys

Asn

Ile

Gln

210

Trp

Pro

Leu

Ile ¢

Tep

Asp

195

Val

Ser

Val

Cys
275

Pro

1'(7)30

Asp Asn Pro Trp
115

Ser

Val

Ser

Val
180

Pro

Thr

Ser

Gly

Pro

Tyr

Ser

85

Glu

Thr

Gly

Gln

Cys

165

Arg

Tyr

Tle

Leu

Pro

245

Gln

Ala

Phe Ala
70

Gly Ser

Asp Phe

Phe Gly

Gly Gly

135

Ser Gly
150

Lys Gly

Gln. Met

Tyr Gly

Ser Ala

215

Lys Ala
230
Met Asp

Glu Pro

Pro Glu

Lys

Gly

Ala

Gln

120

Gly

Ala

Ser

Pro

Gly

200

Asp

Ser

Leu
280

Thr

Thr

Val Tyr

105

Gly

Ser

Glu

Gly

Gly

185

Thir

Lyg

Asp

© Trp

¢ Ser
265

Leu

Asp

90

Thr

Gly

Val

Tyr

170

Lys

Thr

Ser

Thr

Gly

250

Ser

Ala
75

Phe

Lysg
Gly
Lys
155
Ser
Gly
Tyr
Ile
Ala

Arg

Asp

Leu Gly Gly

63

Glu

The

Gly

Leu

ys Gln

Val

Gly

140

Lys

Phe

Leu

Agn

Ser

220

Met

Gly

Lys

Pro

Ile

The

His
110

Glu Tle

125
Gly

Pro

Thr

lu

Arg

205

Thy

Tyr 1

Thr

Thr

Ser
285

Ser

Gly

Gly

Trp
190

Lys

Ala

His
270

Val

Pro

e

95

His

Lys

Ser

Glu

Iyr
175

Met

Tyr

r Cys

Val
255

Thr

Phe [

Ala

80

Ser

Ser

Gly

Glu

Ser

160

Asn

Gly

e Lys

Leu

Ala
240

Thr

Ser
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[0011]

Phe

Phe

Pro

Thr

Val

Ala

385

Arg

Gly

Pro

Ser

Gln

465

His

Pro Pro
290

Thr Cys

Asn Trp

Arg Glu

Val Leu
355

Ser Asn
370

Lys Gly

Asp Glu

Phe Tyr

Glu Asn

435

Phe Phe
450

Gly Asn

Tyr Thr

210> 9
211> 1482

<212

> DNA

Lys

Val

Tyr

Glu

340

His

Lys

Gln

Leu

Pro
420

Asn

Leu

Val

Gln

Pro

Yal

Val
325

Gln

Gln /

Ala

Pro

Thr

405

Ser

Tyr

Tyr

Phe

Lyg
485

Lys

Val

310

Asp

Tyr

Leu

Arg

390

Lys

Asp

Lys

Ser

Setr (

470

Ser

Asp

295

Asp

Gly

Agn

Trp

375

Glu

Asn

Ile

Thr

Lys
455

Leu S

Thr Leu Met

Val §

Val

Ser

Leu
360

o Ala

Pro

Gln

Ala

Thr

440

Leu

s Ser

64

Glu

Thy

345

Asn

Pro

Gln

Val

Val

425

Pro

Thr

Val

+ Leu

His

Val

330

Tyr

Gly

Ile

Val

Ser

410

Glu

Pro

Val

Met

Ser
490

1le

Glu

315

His

Arg

Lys

Glua

Tyr

395

Leu

Trp

Val

Asp

His
475

Ser

300

Asp

Agn

Val

Glu

Lys

380

Thr

Thr

Glu

Leu

Lys

460

Glu

Arg

Pro

Ala

Val

Tyr

360

Thr

Leu

Cys

Ser

Asp

445

Ser

Ala

Pro Gly Ly

Thr

Glu

Lys

Ser

350

Lle

Pro

Leu

Asn

430

Arg

Lieu

Pro Glu

Val Lys
320

Thr Lys
335

Val Leu

s Cys Lys

Ser Lys

Pro Ser

400

Val Lys
415

Gly Gln

~ Asp Gly

Trp Gln

His Asn

480
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213> N3
2200 o
293> CD3TERRMESEN
400> 9
atggaagece cageteaget tetettecte etgetactet ggeteccaga taccaccgga 60
gaaattgtgt tgacaeagtc teeagecace etgtetttegt ctecaggega aagagecace 120
ctectectgee gaacdagtga aaatgtttde dgcetacttag cetggtacca acagaaacct 180
ggecaggete ctaggetect catetatttt geaamaaacct tageagaagg aattccagec 240
aggttcagty geagtggate cgggacagac tteactctea ceateageag cctagageet 300
gaagatttig cagtitatta ctgtcaavat cattecgata atecgtggac atteggecad 360
gggaccaasy tegaaatcaa ageteggeggt ggotegeges gtggtegate tggaggagst 420
gggaccggte aggtgeaget ggtgeagtet ggageagagt cgaaaaagee cggagagtet 480
¢tgaagattt cctgtadgge atcecggttae teattcactyg getacaatat gaactggete 540
cgeeagatge ccgggaaagg cetegagtgg atggecaata tigatcetta ttatggtgst 600
actacctaca accggaagtt caagggecag gteactatet cegecgacaa gtecatcage 660

0012] acczcctace tgcaatggag cagectgang gectoggaca cegecatgta ttactgtgea 720
cgeteagteg gecetatgga ctactgeggge cgeggeacee tggtecactgt ¢teetetgat 780
caggagceeca aatcttetga camaagtcac acdatetecac ¢gtgcocage acctgaacte 840
ctggetagae cgteagtett cetettecce ceaaaaccea aggacaccet catgatetee 900
cggacecotyg aggtcacatg cgtggtegty gacgtgagee acgaagacce tgaggtcaag 960
ttcaactggt acgtggacgy cgteggagete cataatgeca agacaaagec gegggaggag 1020
cagtacaaca geacgtaccg tgtggtecage gteeteaceg teotgoaceca ggactggety 1080
aatggoaageg agtacadgte caaggtctee aacaaagece teecrageece categagaaa. 1140
accateteca aageccaaagg geagecoega gaacgacagy tgtacaccet geecceatec 1200
cgggatgage tgaccaagaa ccaggteage ctgacetgee tggtedaagg cttetatcca 1260
agegacateg ccgtggagty ggagageaat gggeageegy agaacaacta caagaccacg 1320
cttecegtee tggactoega oggctocttc ttoctetdea geaagoteae cgtegacaag 1380
ageaggtgge agoaggeggaa cgtottetea tgeteegtga tgcatgagee tetgeacaac 1440
cactacdacge agaagageet ctcecotgtet ¢cgggtaaat ga 1482

65
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[0013]

210>
211>

10

193

212>

PRT

Q213> AL

<220
223>

<400>

Met Glu Ala Pro

1

Asp Thr

Leu Ser

Val Tyr

Arg Leu

65

Arg Phe

Ser Leu

Asp Asn

Gly Gly

130

Val Gln
145

Leu Lys

Met Asn

Thyr

Pro

35

Ser

Leu

Ser

Glu

Pro

115

Gly

Leu

Lle

Trp

Gly

20

Gly

Tyr

Tle

Gly

Pro
100

Trp

Ser

Val

Val
180

CD3THr g
10

=F

Ala Gln Leu

5

Glu

Glu

Leu

Tyr

Ser

85

Thr

Gly G

Gln

- Cys

165

Arg

Tle

Arg

Ala

Glu As

Phe

Ser
150

Vil

Ala

Trp

55

o Ala

Ser

Phe

Gly

- Gly

135

Gly

ys Gly

Gln

Met

Leu

Leu

Thr

10

Tyr

Lys

Gly

Ala

Gln

120

Gly

Ala

Ser

Pro

Phe

Thy

0
%]

Leti

Gln

Thr

Thr

Val

105

Gly

Ser

Glu

Gly

Gly
185

66

Leu
10

Gln

Gln

Leu

Asp

Tyr

Thr

Gly

Ser

Tyr
170

Leu Leu

Ser Pro

Cys Arg

Lys Pro

Ala Glu

Phe Thr

Tyr Cys

Lys Val

Gly Gly

140

Lys Lys

155

Ser Phe

Leu

Ala

Thr
45

Gly

Gly

Leu

Gln

Glu
125

Gly

Pro

Thr

Lys Gly Leu Glu

Tht

30

Ser

Gln

Tle

Thr

His

110

1le

Thr

Gly

Gly

Trp
190

Leu Pro

15

Leu Ser

Glu Asn

Ala Pro

Pro Ala

80

Lle Ser

95

His Ser

Lys Gly

Gly Glu

Glu Ser
160

Tyr Asn
175

Met Gly
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[0014]

Asn

Gly

Gln

225

Arg

Val S

Pro

Pro

Thr

Val

Ala

385

Arg

Ile Asp
195

Gln Val

210

Trp Ser 8

Ser Val

Ser Ser

Pro Cys

275

» Pro: Pro |

290

Thr Cys

Arg Glu
Val Leu

3b5
Ser Asn
5

Lys Gly

Asp Glu

Pro

Thr

Gly
Asp

260

Pro

Val

o Ast Trp Tyr Va

Glu
340

His

Gln

Leu

= Lenu

Pro
245

Gln

Ala

s Pro

Val

325

Gln

Gln

Ala

Pro

Thr
405

Lys
230
Met

Glu

Pro

Val

310

Asp

Tyr

Asp

Leu

Arg

390

Lys

- Gly

~ Ala

215

Ala

Asp

Pro

Glu

Asp

295

Asp

Gly

Agn ¢

Trp

Pro

375

Glu

Asn

Gly Thr Thr

200

Asp

Tyr

Lys

Leu

280

Thr

Val

Val

Lo

360

Ala Pro

Pro

Gln

67

Lys

« Agp

Trp

Ser

265

Leu

Leu

Ser

Glu

~ Thir

345

Asn

Gln

Val

Thr

Gly
250

Gly G

Met

His

Val

330

Tyr

Gly

Tle

Val

Ser:

410

Ala
235

Arg

« Agp

Glu

315

His

Arg

Lys

Glu

Tyr

-390:

Leu

Asn

- Ser

220

Met

Gly

Lys

7 Pro

- Ser

300

Asp

Asn

val V

Glu

Lys
380

Thr 1

Thr

Arg

205

Thr

Tyr T

Thr

Thr

Ser
285

Arg

Pro

Ala

Tyr

365

Thr

Leu

Cys

Lys

Ala

Leu

His

270

Val

Thr

Glu

I Ser:V

350

Lys

Tle

Pro

Leu

Tyr

Thr

Phe

Pro

Val

Thr

335

Cys

Ser

Pro

Val
415

> Lys

~ Cys Ala

255

Ser

Leu

Glu

Lys

320

Leu

Lys

Ser
400
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Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln
420 425 430
Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly
435 440 445
Ser Phe Phe Leu Tyr Ser Lys lLeu Thr Val Asp Lys Ser Arg Trp Gln
450 455 460
Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
465 470 475 480
His Tyr Thr Gln Lys Ser lLeu Ser lLeu Ser Pro Gly Lys
485 490
10> 11
211> 1482
212> DVA
213> AT
220> v i
223> CO3THE RIS G E
00151 <4005 11
atggaagecc cageteaget tetettecte ctgetactet ggeteccaga taccaccgga 60
gaaattgtgt tgacacagte teeageoace ctgtetttgt clecaggega aggagecace 120
¢tetectgee gadcaagtca gaatgtitag agetacttag cotegtacca acagaaacct 180
ggecaggete ctaggetect catctatttt geaaaaacct tagcagaagg aattccagec 240
aggttcagte geagtggate cgggacagac ticactctea ceatcageag cctagagect 300
gaagattttyg cagtttatta ctgtecaacat cattccgata atcegtggac atteggecaa 360
gogaccaags tggaaatcda aggtggcget ggetegegeg gtggtggate tggaggagpt 420
gggaccggty aggtgcaget ggtgeagtot ggageagagg Tgaaaaagec cggagagtet 480
ctgaagattt cctgtaaggg atecggttac teattcacty gotacaatat gaactgggte 540
cgeeagatge ccgggaaagg cetegagtegg atgggeaata ttgatcetta ttatggtggt 600
dgctacetaca accgpgaagtt caasgeccag gteactatet ceogecgacan gtecateage 660
accgeetace tgcaatggag cagectgaag geoteggaca cegecatgta ttactgtgea 720
cgeteagteg gecotatgga ctactgggee cgeegcaces tggteactat ctectetgat 780
caggagecca aatettetga caaaactcae acatetecac cgtgececage acctgaacte 840

68
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ctgggtggae cgteagtett cotetteces ceaaaaccra aggacaccet catgatetec 900
cggaccectg aggteacatg cgtggtgoty gacgtgagee acgaagacce tgaggteaag 960
ttcaactggt acgtggacgg cgtggagetyg cataatgeea agacaaagee gegggaggag 1020
cagtacaaca gracgtaccg tgtgeteage gtecteaceyg tectgcacca ggactggetg 1080
aatggeangy agtacaagty caaggtetee aacaaageee teceagecee categagaaa 1140
accatecteca aagecaaagg geagececga gaaccacagg tgtacaccet geeccecatee 1200
cgggatgage tgaccaagaa ccaggtcage ctgacctged tggteaaagg cttetateca 1260
agcgacateg cegtggagte goagagcaat gggeagcegy agaacaacta caagaceacg 1320
ceteeegtge tggacteega cggeteotte ttectetaca geaagetcac cgtggacaag 1380
agcaggtgec ageaggegaa cgtettetea tgeteegtea tgeatgagee totgeacaac 1140
cactacacge agaagagect ctceetgtet cegggtaaat ga 1482
@210 12
211> 493
<212> PRT
213> ANLFF

[0016]
2>
223> COSTHFR ISR
400> 12
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro
1 5 10 15
Asp Thr Thr Gly Glu [le Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

20 25 30
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser Gln Asn
35 40 45
Val Tyr Ser Tyr Leu Ala Trp Tyr Gln 6ln Lys Pro Gly Gln Ala Pro
50 55 60
Arg Leu Leu Ile Tyr Phe Ala Lys Thr Leu Ala Glu Gly Ile Pro Ala
65 70 75 80
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
83 90 95

69
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[0017]

Ser

Val
145

Leu

Met

Val

Pro

Phe

Val

305

Phe

Leu

3 Asn

Gly
130

Gln

Lys

Asn

Ile

Gln

210

Trp

g Ser

Ser
Pro
Pro
290

Thr

Asn T

Glu Pro

Pro T

115

Gly S

Leu

Ile

Trp

Asp

195

Val

Ser

Val

Ser

Cys

275

Pro

Cys

100

Val

Ser

Val

180

Pro

Thr

Sor

Gly

Asp

260

Pro

Lys

Val

Tyr

Glu

Thr

- Gly

Gln
Cys
165
Arg
Tyr
Ile
Leu
Pro
245
Gln
Ala
Pro
Val

Val

Asp Phe Ala Val

Phe

Gly

Ser

150

Lys

Gln

Tyr

Ser

Lys

230

Met

Glu

Pro

Lys

Val

310

Asp

Gly

Gly

135

Gly

Gly

Met

Gly

Ala

215

Ala

Asp

Pro

Glu

Asp

295

Asp

Gly

Gln

120

Gly

Ala

Ser

Pro

Gly

200

Asp

Ser

Tyr

Lys

Leu
280

Thr

Val

Val

105

Gly 1

Ser

Glu

Gly

Gly

185

Thr

Lys

Asp

Trp

Ser &

265

Leu Gly

Leu

Ser

Glu

70

Tyr

Gly

Val

Tyr

170

Lys

Thy

Ser

Thr

Gly
250

Met

His

Val

Tyt
Lyg
Gly
Lys
155
Ser
Gly
Tyr
Ile
Ala
235
Arg

Asp

Gly

Glu
315

Cys

Val

Gly
140

Lys

Phe

Leu

Asn

Ser
220

Met T

Gly

Ly

Pro

> Ser

300

Asp

Gln His
110

Glu Lle
125

Gly Thr
Pro Gly
Thr Gly
Glu Trp
190
Arg Lys
205
Thr Ala
Tyr Tyr
Tht Leu
Thr llis
Ser Val
285

Arg Thr

CPro Glu

His Asn Ala Lys

His

Lys

Gly

Glu

Tyr
175

Met

Phe

Tyr

Cys

Val

255

Thr

Phe

Pro

Val

The

Ser

Gly

Glu

Ser
160

Asn

Gly

Lys

Leu

Ala

240

Thr

Ser

Leu

Glu

Lys

320

Lys
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[0018]

Pro

Val
Ala
385
Arg
Gly
Pro

Ser

Gln
465

His !

Arg

- Val

Ser
370
Lys

Asp

Phe

Glu

Phe
450

Gly

Iyr

210>
211>
212>
213>

{2202
€223

<400>

atggaagecee cageteaget tetettecte etgetactet ggetcecaga taccaccgga

gagattgtgt tgacacagtc tecagecace ctgtetttgt ctecaggega aagagecace

Glu Glu Gln
340

Leu His Gln

355

Asno Lys Ala

Gly Gln Pro

Glu Lew Thr
405

Tyr Pro Ser
420

Ast Asn. Tyr
435

Phe Leu Tyr

Asn Val Phe

Thr Gln Lys
485

13

1482

DNA
ANLFP3

IRVESES SRS iy

13

Tyr

Asp

Leu

Arg

390

Lys

Asp

Lys

Ser

Asn

Trp

Pro

375

Glu

Asn

Ile

Thy

Lys

A55

Cys

=

Ser Thr
345

Leu Asn
360

Ala Bro

Pro Gln

Gln Val

Ala Val

425

Thr Pro
440

Leu Thr

Ser: Val

~ Leu Ser Leu

71

330

Tyr

Gly

Ile

Val

Ser

410

Glu

Pro

Val

Met

Jer
490

Arg

Liys

Glu

Tyr

395

Len

Trp

Val.

His
475

Pro

Val

Glu

Lys
380

Thr

The

Glu

[.e

Lys §

160

Glu

Gly

Val
Tyt
365
Thr
Ly
Cys

Set

Asp
445

Lys

Ser
350
Lys
Tle
Fro
Lou
Asn
430

Set

Leu

335

Val

Cys

Ser

Pro

Val
415

Gly

Asp

Leu

Lys

Lys

Ser

400

Lys

Gln

Gly

‘b Gln

480

rrrrr

60
120
180
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ggcecaggete ctaggetect catetattitl geaaamasacet tagcagaagg aattccagee 240
aggtteagty geagtggate vgpgacagac ttecacletea ccatcageag cetagagect 300
gaagatttty cagtttatta ctgtcaacat cattcogata atccgtegic atteggecaa 360
gggaccaagg tggaaatcaa aggtggeget goetegggeg giggtggate tggaggaggt 120
gegacegglty aggtgcaget getgcagtet grageagage tgasaaagee cggagagtet 480
ctgaagattt cctgtaagge atccggttac tecattoactg getacaatat gaactggetg 540
cgeccagatge cegggaaage cotegagtee atgggeaata ttgatcctta ttatggtest 600
actacctaca accggaagtt caagggccag gtcactatet ccgecgacaa gtecatcage 660
acegectace tgcaatggag cagectyaag gedtoggaca Cogecatgta: ttactgtgea 720
cgetcagteg gecctatgea ctuactggeee cgeggeaced tggteactgt cteetetgat 780
caggagecca aatcttetga canaactede acatetecac cgtogeccage acctgaacte 840
ctegggtggac cgtcagtett ccteticece ceaaaaccca aggacaccot catgatcetee 900
cggaccecty aggtcacatg cgtegtgpte gacgtgagee acgaagacce tgaggtceaag 960
tteaactget acgtggacgg cetggagety cataatgeca. agacaaagee gogggageag 1020

[0019] cagtacaaca geacgtaces tgtggtcage gtecteaccs tectgeacca ggactggetg 1080
aatggcaagg agtacaagtg caaggtetee aacaaageee teccageece catcgagaaa 1140
accatctcca aagecaaagy geageoocga gaaccacagy tgtacacect geccecatee 1200
cggeatgage tgaccaagaa cedggtcage ctgaccetgece tggtcaaagg cttetateca 1260
agegacateg cegtggagte ggagageaat gggeagecgg agaacaacta caagaccacg 1320
ceteccgtee tggactecga cggeteette ttectetaca geaageteac cgtggacaag 1380
ageagetege ageagggead cgtettetca tgetergtga tecatgagge totgeacaas 1440
cactacacge agaagagect ctecetgtet cegggtaaat ga 1482

2105 14

211> 493

212> PRI

213> AL

{99205 “
223> CDATIE RS S ED
400> 14

Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro

72
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[0020]

1

Asp

Leu

Val

Arg

65

Arg

Ser

Asp

Gly

Val
115

Leu

Met

Asn

Gly

Gln
225

Thr Thr

Ser: Pro
35

Tyr Ser
50

leu Teu

Phe Ser

Leu Glu

Asn. Pro
115

Gly Gly
130

Gla Led

Lys Ile

Asn Trp

Ile Asp
195

Gln Val
210

Trp Ser

Gly
20

Gly

Tyr

Tle

Gly

Pro

100

Trp

Ser

Val

Ser

Val

180

Pro

Thr

Ser

Glu

Glu

Leu

Tyr

Ser

85

Glu

Thr

Gly

Gln

Cys

165

Arg

Tyr

Ile S

Leu

Ile Val

Arg Ala

Ala Trp

05

Phe Ala

70

Gly Ser

Asp Phe

Phe Gly

Gly Gly

135

Ser Gly
150
Lys Gly

Gln Met

Tyr Gly

215

Lys Ala 5

230

Leu

Thr

40

Tyr

Lys

Gly

Ala

Gln

120

Gly

Kla

Ser

Pro

Gly
200

la Asp

Thr
25

Leu

Glo 6

Thr

Thr

Val

105

Gly

Ser

Glu

Gly

Gly

185

Thr

Lys

~ Asp

73

10

Gln

Ser (

leu

Asp

Tyr

Thr

Gly

Val

Tyr

170

Lys

The

Ser

Thr

Ser

Ala

75

Phe

Tyr

Lys

Gly

Lyg
155

Ser

Gly

Tyr

Ile

Ala

235

Pro Ala

Arg Thr
45

Thr
30

Sor

Pro Gly Gl

60

Glu Gly 1

Thr Leu

Cys Gln

Val Glu
125

Gly Gly
140

Lyg Pro

Phe Thr

Leu Glu

Asn Arg

Ser Thr

220

Met Tyr

Thr

His

110

Ile

Thr

Gly

Gly

Trp

190

Lyis

Ala

Tyr

15

Leu

Glu

s Pro

Ile

His

Lys

Gly

Glu

Tyr

175

Met ¢

Phe

Tyr

Cys

Ser

Ser

a Pro

Ala
80

Ser

Ser

Gly

Glu
Ser

160

Asn

Leu

Ala
240
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[0021]

Arg

Val

Pro

Bhe

Val
305

Phe

Pro

Thr

Val

Ala;
385

Arg

Gly

Pro

Ser

Ser

Ser

Pro

Pro

290

Thr

Asn

Arg

Val

Ser

370

Asp

Phe

Glu

Phe
450

Val

Ser

Cys
275

Pro

Cys

Trp

Glu

Leu
355

Asn

Gly

Glu

Tyr

Asn

435

Phe

Gly .

Asp

260

Pro

Lys

Val

Tyr

Glu
340

His

Lys

Gln

Leu

Pro
420

Asn

Leu

Preo

245

Gln

Ala

Pro

Val

Val

325

Gln

Gln

Ala

Pro

Thr

405

Ser

Tyr

Tyr

Met

Glu

Pro

Lys

Val

310

Asp

Tyr

Asp

Leu

Arg

390

Lys

Asp

Lys

Ser

Agp

Pre

Glua

Agp

295

Agp

Gly

Asn

Trp

Pro

375

Glu

Asn

Ile

Thr

Lys
455

Tyr Trp

Lys Ser
265

Leu Leu

280

Thr Leu

Val Ser

Yal Glu

Ser Thr

345

Leu Asgn

360

Ala. Pro

Pro Gln

Gln Val

Ala Val

425

Thi Pro

440

Leu Thr

74

Glv

250

Ser

Glv

Met

Hisg

Val

330

Tyt

Glv

Ile

Val

Ser
410

Glu

Pro

Val

Arg

Agp

Gly

ILle

Glua

315

His

Arg

Lys

Glua

Tyr

395

Leu

Val

Asp

Glv

Lys

Pro

Ser

300

Asp

Asn

Val

Glu

Lys

380

Thr

Thr

Glu

Leu

Lys
460

Thr

Thr

Ser

285

Arg

Pro

Ala

Val

Tyr

365

Thr

Leu

Cys

Ser

Asp

445

Ser

Leu

His
270

Val

Thr

Glu

Lys

Ser

350

Lys

Ile

Pro

Leu

Asn

430

Ser

Arg

Val
255

Thr

Bhe

Val

Thr

335

Val

Cys

Ser

Pro

Val

415

Gly

Asp

Trp

Pro

Thr

Ser

Leu

Glu

Lys

320

Lys

Leu

Lys

Lys

Ser

400

Lys

Gln

Gly

Gln



52

.l

3

CN 105198997 B 22/176 1
Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
465 470 475 480
lis Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

485 490

210> 15
211> 1182
212> DNA
Q13> ALTTF
€220” .
223> CD3THrRMEEAEA
400> 15 .
atggaagece cagetecaget tetettecte etgetactet ggetcecaga taccacegga 60
gaagattgtet tgacacagic tecagecacce ctgtetitgt cteccaggega aagagecace 120
etotectgle gageaaghga asatgttiae agetacttag cotggtacca acagaaacct 180
ggccaggete ctaggetect cdatetatttt gedaaaacct tagcagaagg aattccagec 240
aggttcagtyg geagtggate cgggacagae ttecactetca ccatcageag cetagageet 300

[0022] gaagatttteg cagtttatta ctgtcaacat cattecgata atccgtggae atteggecaa 360
gooaccadgy tggaadteaa aggtggcget ggctéggece gtpptegate togaggagset 420
gggaccggte aggtgcaget gatgeagtet ggagcagage tgaadaager cggagagtet 480
ctgaagattt cotgtaaggg atccggttac tcéatteacty getacaatat gaactgggty 540
cgecagatge ccgggaaagg cctegagteg atgggeaata ttgatcetta ttatgstest 600
actacctaca accggaagtt caaggaccag gtcactatct ccgedgacaa gtecatcage 660
acegectace tgeaalggag cagcectgaag gegtivggaca cogecatgta ttactgtgea 720
cgeteagteg gecetatgga ctactgggge egeggedcee tggtcaetgt ctectetgat 780
caggageeca aatcttctga caaaactcac acdtctecac egtgeecage acetgaacte 840
ctgggtegac cgteagtett cetettecee ccasaacccd aggacaccct catgatcetee 900
cggacecetg aggteacatyg cetgetoegte gacgtegagee acgaagacee tgaggtcaag 960
ttcaactggt acgtggacgg cotggagety catadtgeca agacaaagec gegggaggag 1020
cagtacaaca geacgtaccg tgtggteage gtecteaceg tectgeacca ggactggetg 1080
aatggcaagy agtacaagtyg caaggtctee aacanagece tcccageece categagaaa 1140
accatetcea aagecaaagg geagecccga gaaccacagg tgtacaccet gececcatee 1200

75
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cggeatgage tgaccaagaa coaggteage ctgacctgee tggteanngg cttetateca 1260
agcgacatcg ccgtggagty ggagageaat gggeagecgg agaacaacta caagaccacg 1320
cetecegtge tggactecga cggetectte ttectctaca geaagetoac cgtggacaag 1380
agcaggtgge agraggggaa cgtettetea. tgeteegtpga tgeatgagge tetgeacaac 1440
cactacacge agaagagect ctecetgtet cegagtaaat ga 1482
210> 16
211> 493
212> PRT v
213> AN LF#]
<220> v v
223> CD3TRFr R4 AED
<400> 16
Met Glu Ala Pro Ala Gln Leu Leu Phe Lou Leu Leu Leu Trp Leu Pro
1 b 10 15
Asp Thr Thr Gly Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

20 25 30

[0023]

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Asn
35 40 45

Val Tyr Ser Tyr Leu Ala Trp Tye 61n Gln Lys Pro Gly Gln Ala Pro

50 55 60

Arg Leu Leu Ile Tyr Phe Ala Lys Thr Leu Ala Glu Gly Ile Pro Ala

65 70 75 80

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser

85 90 95
Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln His His Ser
100 105 110

Asp Asn Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu [le Lys Gly
115 1:20 125

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Cly Gly Thr Cly Glu

130

135

76

140
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[0024]

Val
145

Leu

Met A

Asn

Gly

Gln Trp

225

Arg

Val

Pro

Phe

Val

305

Phe

Pro

Thr

Gln

Lys

[le A

Gln V

210

Ser

Ser

Pro

Pro

290

Thr

Asn

Arg

Val

Leu

Ile

Ser

Val

Ser

Cys
275

Pro L

Cys

Trp

Glu

Leu
355

Val

Ser

1 Thr

Ser

Gly

Asp

260

Pro

Val

Glu
340

Hisg

Gln

Cys

165

Arg

Tyr

Tle

Leu

Pro

245

Gln

Ala

Val

Val

325

Gln ”

Gln

Ser
150

Gln

Tyt G

Ser

Lys

230

Met

Glu

Pro

s Pro Lys

Val
310

Asp G

Tyr

Asp

Gly

s Gly

Met

Ala
215

Ala

Asp '

Ala Glu Val

Ser

Pro

Gly

200

Asp

Ser

Pro Ly

Glu

Asp

295

Asp

Asn §

Trp

Leu
280

Thy

Val

y Val

Gly

Tyt
170

Gly Lys

185

Thr

Lys

Asp

s Trp,

Ser

265

Let

Leu

Ser

Glu

* Thr

345

Thr

Ser

Thr

Gly

250

Ser

Gly €

Met

His

Val
330

Tyr

Leu Asn Gly

360

77

Lys
155

Ser

Tyr

Ile

Ala

235

Arg

Lys

Phe

Leu

Asn

Ser
220

Met 1

Gly

Asp Ly

Ile

Glu

315

Hig

Arg

Lys

Pro

Ser:

300

Asp

Asn

Val

Glu 1

Pro

Thr

Glu ”

Arg
205

Thr

Thr

Thr

Ser

285

Arg

Pro

Gly

Gly

Trp

190

Lys

Ala 1

Tyt

Leu V

His T

270

Val

Thr

Glu

Ala Lys

Val

Iyr
365

Ser
350

Lys

Glu

Tyr A

175

Met

Phe

Cys

Phe

Pro

Val

Ser
160

Gly

Lys

Leu

Ala

240

Thr

r Ser

Leu

Glu

Lys
320

Thr Lys

335

Val

Cys

Leu

Lys
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Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys
370 375 380
Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser:
385 390 395 400
Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
405 410 415
Gly Phe Tyr Pro Ser Asp Tle Ala Val Glu Trp Glu Ser Asn Gly Gln
420 425 430
Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly
435 440 445
Ser Phe Phe Teu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln
450 455 460
Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
465 470 415 480
[0025] His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
485 490
210> 17
211> 1479
<125 DN
213> NLFF%
a0y
€223> CD3THrmiEZE G EN
400> 17 v
atggaageac cagegeaget totettecte ctggtactet ggctoccaga taccaceggt 60
gacatecaga tgactcagtc tccagectece ctatetgeat ctgtgggaga gactgteace 120
atcacatgte gaacaagtga aasatgtitac agttatttgg cttggtatea geagaaancag 180
ggaaaatcte ctecagetect ggtetetttt geaaaaacet tagcagaagyg tgtgccatea 240
aggtteagty geagtggati aggeacacas ttttetetaa agatcageag cetgeageet 300
gaagattoty gaagttattt ctgtcddeat catteegata atecgtegdde gtteggtagd 360
ggeactgade tggagateaa aggtegeget ggetegegeg gtegtaggte gggtageged 420
ggagcetages aggtgcaget ggtgcagtet gpageagage tgaaaaagce cggagagtet 480

78
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ctgaggattt cotgtaaggg atceggttac tcattcacty getacaatat gaactgggte 540
cgecagatge ccgggaaagg cctggagtygg atggecaata ttgatectta ttatggtggt 600
actacctaca accggaagtt caaggegccag gteactatet cegecgacaa gtécatcage 660
Accgeotace tgcaatggag cageeotgaag gecteggaca cogecatgta ttactgtgea 728
cgetecagteg geectatgga cltactgggee cgeggceacce tggteactgt ¢teetegage 780
gagcecaaat cttetpacaa aactcacaca toteoacogt geccageace tgaactocte 840
ggtggacegt cagtcetteet ctteecececca aaacccangg acacceteat gateteeegg 900
acecctgage tcacatgegt getogtogac ghegagecacy aagaccetoa ggtcaagtte 960
aactggtacg tggacggegt gaapgtpcat aatgecaaga caaagccgeg ggaggageag 1020
tacaacagea cgtacegtet geteagegte ctcaccgtéc tgcaccagga. etgectgaat 1080
ggcaaggagt acaagtgcaa ggtotocaac amagecetoe cagecoccat cgagaaaace 1140
atetccaaag ccaaagggea geccegagaa ccacaggtgt acaccetgee cecatecegg 1200
gatgagetga ceaagaacca ggtecageetg acctgectgeg tcaaaggett ctatecaage 1260
gacategeeg tggaglogega gageaatgge cagecggaga acaactacaa gaccacgect 1320

10026] ccegtgetegg acteegacgg ctecttette etetacagea ageteacegt ggacaagage 1380
aggtggcage aggggaacgt ctteteatge tocgtgatge atgaggetet geacaaccac 1440
tacacgcaga agagectete cetgtetces gotaaatga 1479
210> 18
211> 492
212> PRT
@Lyy ALFPER|
220> v
223> CD3T4rRMtES A EA

<400> 18

Met Glu Ald Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro

1

Asp Thr Thr Gly Asp Ile Gln Met T

5

20

10

hr Gln Ser Pro Ala
25

15

Ser Leu Ser

Ala Ser Val Gly Glu Thr Val Thr Ile Thr Cys Arg Thr Ser Glu Asn

35

40

79
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[0027]

Val
Gin
65

Arg
Ser
Asp
Gly
Val
145

Leu

Asn
Gly
Gln
225

Arg

Val S

Pro

Tyr

50

Leu

Phe

Leu

Asn

Gly

130

Gln

Arg

. Asn

Ile

Gln
210

Trp

Uys

Ser

Leu

Ser

Gln

Pro
115

Gl 3‘7‘

Leu

Ile

Trp

Asp
195

Val

Val

Ser

Pro

Tyr

Val

Gly

Pro
100

Trp

Ser

Val

Lou

Ser

Ser

85

Glu

Thr

Gly

Gln

Ser Cys

Val
180

Pro

Thr

Gly

Ser
260

Ala

Arg

Tyr

Ile

Leu

Pro
245

Glu

Pro

Ala
Phe
Gly
Asp
Phe
Gly
Ser
150
Lys
Gln
Tyr
Set
Lys
230
Met

Pro

Glu

Trp Tyr Gln Gln

55

Ala
Ser
Ser
Gly
Gly
135

Gly

Gly

Gly

Ala
215

Ala

Asp T

Lys

Leu

Gly

Gly

Gly

120

Gly

Ala

Ser

Pro

Gly

200

Asp

Ser

Ser

Leu

- Thre Leu

Thr Gln
90

Ser Tyr
105
Gly Thr
Ser Gly
Glu Val
Gly Tyr
170
Gly Tys
Thr Thr

Lys Ser

Asp Thr

r Trp Gly

Ser Asp
265

Gly Gly

80

Ala
75

Phe

Phe

Glu

Gly

Lys

155

ser

Gly

Tyr

Lle

Ala

235

Arg

Lys

Pro

s Gln

60

Glu

Ser

Leu

Gly

140

Lys

Phe

Leu

Asn

Ser

220

Met

Thr

Ser

Gly

Gly

Leu

Gln

Glu

1256

Gly

Pro

Thr

Glu

Arg

205

Thi

T-y— T

Thr

His

Yal

Lys Ser

Val Pro

Lys Lle

95

His His
110

Ile Lys

Ala Ser

Gly Glu

Gly T
1

e S
L1

Trp Met

190

Lys Phe

Ala Tyr

Tyr Cys

Leu Val

295

Thr Ser
270

Phe Leu

Pro

Ser
80

Ser

Ser

Gly

Glu
Ser
160
Asn
Gly
Lys
Leu
Ala
240
Thr

Pro

Phe



CN 105198997 B

.l

3

28/176 1l

[0028]

275

Pro Pro Lys

290

Thr Cys Val
305

Pro

Val

Asn Trp Tyr Val

Arg Glu Glu

Val Leu His
355

Ser Asn Lys

370

lys Gly Gln
385

Asp Glu. Leu

Phe Tyr Pro

Glu Asn Asn
435

Phe Phe Leu

450

Gly Asn Val

465

Tyr Thr Gln

210> 19
211> 1479

Gl

340

Gln

Ala

Pro

Thr

Ser:

420

Tvr

Tyvr

Phe

Lys

Lys

Val

Asp

325

Tyr

Asp

Leu

Arg

Liyrs

405

Asp

Lys

Ser

Ser

sSer
183

Asp

Asp

310

Gly

Asn

Trp

Pro

Glu

390

Asn

Ile

Thr

Cys
470

Leu

Thr

295

Val S

Val

Ser

Leu

Ala
375

Pro

Gln

Ala

Thr

s Leu

455

Ser

Ser

230

Leu

Glu

Thir

Asni

360

Pro

Gl

Val

Val

Pro

440

Thr

Val

Leu

Met

His

Val

Tyr

345

Gly

Val

Ser

Glu

425

Pro

Val

Met

sSer

81

Ile §

Glu ‘

His
330

Arg

Lys

Glu

Tyr

Leu

410

Trp

Val

Asp

His

Pro
190

Val

Arg

300

Pro

Ala

Yal

slu Tyr

Lys

Thy

395

Thir

Glu

Leu

Lys

Glu

475

Gly

Thr
380

Leu

Ser

As P

Ser

460

Ala

Lys

Glu

Lys

Ser

Pro

s Leu

Asn

Ser

445

Arg

Leu

Pro

Val

Thr

Val
350

s Cys

Ser

Pro

Val

Gly

430

Asp

Trp

His

Glu

Lys

Lys

335

Let

Val

Phe

320

Pro

Thr

s Val

g8 Ala

Ser

Lys
415

Gln

Gly

Gln

Asn

Arg
400

Gly

Pro

Ser

Gln

His
480
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212> DNA
213>  ATIP3
220> v
223> CD3TRERMAGEA
400> 19
atggaagcac cagegeaget totettecte ctgetactet gpeteecaga taccaceggt 60
gagattgtet tgacacagte tecdgceace ctgtettigt ctecaggoga aagagecace 120
ctetectgee gaacaagtga aaatgtttac agetacttag cctgptacca acagaadect 180
ggecaggete ctaggetect catetatttt geaamaacct tageagaagg aattccagee 240
aggttcapty gcagtggate cgggacagan ticactotea ccatcageae ¢etagagect 300
gaagattity cagtttatta ctatcaacat cattecgata atecgtggac attoggecaa S 1516)
gggaccaagg tggaaatcad aggtggesgt gectegeges gtagtggate tggaggaget 420
ggagetageg cggtecaget geageagtet ggacctgagt cggaaaagee tggegettea 480
ptgaagattt cctgcaagge ttetggttae teatteactyg gotacaatat gaactgggte 540
aagcagaata atggaaagag cettgagtgy attggaaata ttgatectta ttatggtgat 600

[0029] actacctaca accggaagtt caagggcaag gecacattga ctgtagacaa atectecage 660
acagectaca tgeagetcaa gagtetgaca tetgaggact ctgeagtota ttactgtgea 720
agatcggteg geectatgga ctactggeet caaggadcct cagtcaccgt ctoctegage 780
gagececaaat cttetgacasa aacteacaca tetecdcegt goccdgeace tgaactecteg 840
ggtggacegt. cagtetiect eftcceceeca aaacccaagg agacecteat gatctecegg 900
acecctgagy teacatgegt ggtggtggac gltgdgecacy aagacectyga ggteaagtie 960
aactggtacg tggacggegt geagegtgocat aatgecaaga caadpedgeg ggaggagcag 1020
tacaacagea cgtaccgtet ggtcagegte ctroacegtee tgcaccagga ctggetgaat 1080
ggecaaggagt acaagtgeaa ggtetecaac aaagecetcc cageccecat cgagaaaace 1140
atctecaaag ccaaagggea geccegagaa ccacaggtgt acaccetgee cecatecegg 1200
gatgagetega ceaagaacea gitcageetyg acctgoetge teaaaggctt ctatccaage 1260
gacatcgeeg tggagtggra gageaatgey cageesgaga acaactacda gaccacgeet 1320
cecgtgetegg actceegacgg etecttctte ¢totacagea agetcacegt ggacaagage 1380
aggtggecage aggggaacgt ctteteatge teegtgatge atgaggetet geacaaccac 1440
tacdcgeaga agagcetete cetgtctecg ggtaaatga 1479

82
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[0030]

210>
211>
$212>
<213>

<2205
223>

<400

1

Thr

jeu Ser

Val

Arg

65

Arg

Ser

Gly

Val
145

Val |

Met

Tyr S

50

Leu

Phe

Leu

Asn

Gly

130

Gln

Lys

Asn

20
492
PRT

ALFF]

CD3THr 0t

20

Thr

Pro

35

Leu

Ser

Glu

Pro

115

Gly

Leu

[le

Trp

Gly Glu

20

Gly Glu

Tyr Leu

Ile Tyr

Gly Ser
85

Pro Glu
1006

Trp Thr

Ser Gly

Gln Gln

Ser Cys

165

Val Lys
180

SEEn

Met Glu Ala Pro Ala Gla Leu

Ile Val

Arg Ala

Ala Trp
55

Phe Ala
70

Gly Ser

Asp Phe

Phe Gly

Gly Ser
135

Ser Gly
150

Lys Ala

Leu. Phe

Leu The
25

Thr Leu

40

Tyr Gln

Lys Thr |

Thr

Gln Gly

120

Gly Ser

Pro Glu S

Ser Gly

Gln Asn Asn Gly

83

185

Leu
10

Gln

Ser

Gln

Asp
90

Thr .

Leu

Leu

Ser

Cys

Lys

Ala

75

Phe

Tyr

y Gly

Tyr
170

Lys

» Glu

155

Ser

Ser

Leu

Pro

Arg

Pro

60

Glu

Thi

g Val

Gly

140

Lys

Phe

Leu

Leu

Ala

Thr

45

Gly

Gly

Leu

Glu T

125

Gly

Pro

Thr

Glu

Trp

Thr

30

Ser

Gln

Ile

Thr

- His

110

Ala

Gly

Cly

Trp
190

Leu Pro
15

Leu Ser

Glu Asn

Ala Pro

Pro Ala

Lle Ser

95

Hig Ser

e Lys Gly

Ser Ala

Ala Ser
160

Tyr Asn
175

Ile Gly
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[0031]

Asn Ile Asp
195

Gln

225

Arg

Val

Pro

Pro

Thr

305

Asn

Arg

Val

Ser

Lys

385

Asp

Lys
210

Leu

Ser

Ser

Cys

Pro

290

Cys

Trp

Glu

Leu

Asn

370

Gly

Glu

Ala

Lys

Val

Ser

Pro

275

Lys

Val

Tyr

Glu

His

355

Lys

Gln

Leu

Pro

Thr

Ser

Gly .

Ser
260

Ala

Pro

Val

Val

Gln

340

Gln

Ala

Pro

Thr

Tyr

Leu

Leu

Pro

245

Glua

Pro

Lys

Val

Asp

325

Tyr

Asp

Leu

Arg

Lys
405

Thr

Thr

230

Met

Pro

Glu

Asp

Asp

310

Glv

Asn

Trp

Pro

Glu

390

Asn

- Gly

Val

215

Ser

Agp

Lys

Leu

Thr

295

Val

Val

Ser

Leu

375

Pro

Gln

Gly Thr Thr

200

Asp

Glu

Tyr

Ser

Leu

280

Leu

Ser

Glu

Thr

Asn

360

Pro

Gln

Val

84

Lys

Agp

Trp

Ser

265

Gly

Met

His

Val

Tyr

345

Gly

Ile

Val

Ser

Ser

Ser

Glv

250

Asp

Gly .

Ile

Glu

Arg

Lys

Glu

Tyr

Leu

410

Tyr

Ser

Ala

235

Gln

Lys

Preo

Ser

Asgp

315

Asn

Val

Glu

Lys

Thr
395

Thr

Asn Arg

Ser

220

Val

Glv

Thr

Ser

Arg

300

Pro

Ala

Val

Tyr

Thr

380

Leu

Cys

206

Thr

Tyr

Thr

Hig

Val

285

Thr

Glu

Lys

Ser

Lys
365

Ile

Pro

Leu

Lys

Ala

Tyr

Ser

Thr

270

Phe

Pro

Val

Thr

Val

350

Cys

Ser

Pro

Val

Phe Lys

Tyr Met

Cys Ala

240

Val Thr
255

Ser Pro

Leu Phe

Glu Val

Lys Phe

320

Lys Pro

335

Leu Thr

Lys Val

Lys Ala

Ser Arg
400

Lys Gly
415
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[0032]

Phe Tyr Pro

Ser |
420

Ty lys T

435

Phe Phe Leu
450

Gly Asn Val
465

Tyr Thr Gln L

<210»
211>
212>
<2137

21
1479
DNA
AT

<2207

223> (€D37

400> 21
atggaageac

gaaattgtet
ctetcctgee
ggtcaggete
aggtteagty
gaagattitty
gggaccaagg
ggagetagee
ctgagactet
cgoecagatge
actacctaca
accgeetace
cgcteagteg

gageccaaat

Tyr Ser L

Phe Ser €

Ile Ala Val Glu

hr Thr Pro

44()

vs Leu Thre

ys Ser

{70

s Ser L

=2l
R

cagegeaget
tgacacagtc
gaacdagtea
ctaggetect
geagtggate
cagtttatta
tggaadtcaa
aggtgeaget
cetgtgeage
Cegggdadry
accggaagtt
tgcaatggag
gceectatgga

cttetgacaa

el Ser Leu

HH

tetettecte
tecagecace
aagatgtttac
catctatttt
cggracagac
ctgtcaacat
aggtggegat
ggtggagtet
ctetggatte
cectggagtog
caaggggecag
cagectgaag
ctactggege

aactcacaca

Val Met

Trp Glu
425

Pro Val Leu

Val Asp Lys

His Glu
475

Pro Gly
490

Ser

etgctactet
ctgtetttgt
agetacttag
geaaaaacet
ttecactetca
catteegata
ggetegggeg

ggtggaggeg

acctteagty

atgpecaata

gtecactatet

gocteggaca

cgeggeacee

tetecacegt

85

Ser: Asn Gly Glu Pro

430

Asp Ser Asp Gly Ser

445

ser Arg Trp Gln Gln

460

Ala Leng His Asn Hig

Lys

ggcteccaga
cteeaggepga
ceteggtacca
tagcagaagg
geatcdgeag
ateegtegac
gtggtggate
tggteeagee
getacaatat
ttgatcctta
cegeegacaa
cegecatgta
tggteactgt

geceageace

480

taccaccsst

aagagecace

avagaaacct

aattccagee

cetagagect
atteggecaa
tggaggaggt
tgggaggtee
gaactgggte

ttatggtgst

gtcecatcage

ttactgtgea

¢tectegage

tgaactectg

60
120
180
240
300
360
420
480
540
600
660
720
780
840
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ggtggacegt cagtotteet ctteccceca aaacccaagg acacceteat gatetocegg 900
accectgagg tecacatgegt ggtggtegac gtpagecacg aagaccetga ggteaagtic 960
adctggtacg tggacggegt goaggtocat aatgceaaga caasagecgee ggagsageag 1020
tacaacagea cgtaccgtgt ggteagegte cleaccgtee tgeaccagga ctggetgaat 1080
ggcaaggagt acaagtgeaa ggtetecaac aaagecctee cagececcat cgagaaaace 1140
atctecaaag ccaaagggea gecccgagas ccavaggtet acaccotgoe ceocatceegg 1200
gatgagetga ccaagaacca ggteagecty acctgeetog teaaaggett ctatccaage 1260
gacatcgeeg tggagtggea gageaatgee cagecggaga avaactacaa gaceacgeet 1320
ceegteetgg acteesacgy cteettette ctiétacagen ageteacogt gegacaagage 1380
aggtegcage aggggaacgt ctteteatge tocgtgatge atgagectet geacaaccac 1440
tacacgeaga agagcetete cetgtetecy ggtanatga 1479
210> 22
211> 492
<212> PRT
213> ANLF5

[0033]
<220/ o
<223> CD3TRrRMtEE & &N
<400> 22
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu lLieu Leu Trp Leu Pro
1 5 10 18
Asp Thr Thr Gly Glu [le Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

20 28 30
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser Glu Asn
35 40 45
Val Tyr Sei Tyr Leu Ala Trp Tyvr Gln Gln Lys Pro Gly Gln Ala Pro
::)0 4_.(: 60
Arg Leu Leu Ile Tyt Phe Ala Lys Thr Leu Ala Glu Gly [le Pro Ala
65 70 75 80
Arg Phe Ser Gly Ser Gly Ser Gly Thr Leu Thr Ile Ser

85

Thr Asp Phe
90

86

95



CN 105198997 B

52

.l

3

34/176 7T

[0034]

Ser Leu Glu

Gly

Val
145

Leu 7

Met A

Asn

Gly

Gln °

Arg

Val

Pro

Pro

Thr
305

Gly
130

Gln

[le /

Gln

210

Trp

Ser

Ser

Cys

Pro

290

Cys

Pro
100

115

Gly

Leu

- Leu

Ser

Val

Ser

Pro

275

Lys

Val

Val

Ser

- Val

180

- Pro

1 Thr

Ser

Gly

Ser:

260

Ala

Pro

Val

Ser (

Glu

Thr

Glu

Cys

165

Arg

Tyt

Tle

Leu

Pro

245

Glu

Pro

Lys A

Val |

Asp

Phe

Gly

Ser &

150

Ala

Gln

Tyt G

Ser:

Lys

230

Met

Pro

Glu

Phe

Gly

Gly

135

Ala

Met

Ala
215

Ala

Asp

Lys

Leu

295

Ala VYal Tyr |

Gln
120

Gly

Gly G

Ser

Pro

Gly

200

Asp

Ser

Ty

Ser

105

Gly

Ser

Gly

Thr 1

Gly €

Val

Phe
170

Gly Lys

185

Thr

Lys

Asp

Trp

Thr

Ser

Thr

Gly
250

Ser Asp

265

Leu Gly Gly

280

- Thr Leu Met

Val Ser His

87

Ile

Val
155

Thr

Tyr

Ile

Ala

235

Arg

Lys

Pro

Ser

s Val

Gly G

140

Gln

Phe

Leu

Asn

Ser:
220

Met

Gly

s Gln

Glu
125

Pro

Ser

Glu ”

Hig H

110

Ile

Ala

Gly

Gly

Trp
190

Arg Lys

205

Thr

Tyr

Thr

Tht His

Ser

Arg
300

Val

285

Thr

- Glu Asp Pro Glu

315

Ala

Tyr

Leu V

Thr
270

Phe

Pro

Val

Lys

Ser

Arg §

Tyr A

175

Met

Phe

Tyr

Leu

Glu

Lys

s Ser

Gly

Gln

Gly

Lys

Leu

s Ala

240

Thr

Pro

Phe

Val

Phe
320
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[0035]

Asn
Arg
Val
Ser
Lys
385
Asp
Phe
Glu
Phe
Gly

165

Tyr

Trp Tyr Val

Gla Glu Gln

340

Leu His Glu

355

Asn Lys Ala
370

Gly GIn Pro

Glu Leu Thr L

Tvr Pro Ser /

420

Asn Asn Tvr
435

Phe Leu Tyr
450

Asn Val Phe

Thr Gln Lys

<210> 23
211> 1503
<212> DNA

L2137

N LS

<220>

<223

400> 23

atggadageac cagegeaget tetettecte ctgetactet ggetencaga taccaceggt

geggtcecage tgecageagte tggacetgag teggaasaage ctggegette agtgaagatt

Asp

325

Tyr

ASp

Leu

Arg

Lys

Ser

Ser

Ser
485

CO3TRs et &

Gly

Asn

Trp

Pro

Glu
390

s Asn

Tle

Lys

Cys
AT0

Leu

Val

Ser

Leu

Ala

375

Pro

Gln

Ala

Thr

Leu

455

Ser

Ser

HH

Glu
Thr
Asn
360
Pro
Gln
Val
Val
Pro
440

Thr

Yal

Leu S

Yal

Tyr

345

Gly

Ile

Val

Ser

Glu

425

Pro

Val

Met

88

His
330

Arg

Glu
Tyr
Leu
410
Trp
Val
Asp

His

Pro
490

Asn

Yal

Glu

Lys

Thr

395

Thr

Glu'S

Leu

Lys

Glu

475

Gly

Ala

Val

Lyr

Thr
380

Asp

Ser
160

Ala

Lys

Ser

Lys
365

Ile: S

Pro

Leu

Ser

445

Ar g

Leuy

Thr
Val
350

Cys

Pro

Val

1 Gly

430

Trp

His

Lys
335
Leu
Lys

Lys

Ser

Pro
Thr
Val
Ala
Arg
400
Gly

Pro

Gln

Asn

Gln

Higs
480

60
120
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tectgeaagg cttetggtta cteatteact ggetacaala tgaacltgggt gaageagaat 180
aatggaaaga gecttgagty gattgoaaat attgatectt dttatggtgg taetacctac 240
aaccgegaagt tcaagggeaa ggccacatty actegtagach aatectecag cacagectac 300
atgeagetea agagtetgac atotgaggac tetgeagtet attactetge aagategete 360
ggoectategg actactgegs teadggaace feagteaccg totettetgs tggegatose 420
teggecggts gtgggtepge tggceacgga teaggaggag gcgggagtac tagegaaatt 480
gtgttgacac agtctecage caceetptot ttgtetecag gegaaagage cacectetee 540
tgocgdacaa gtgasaatgt ttacagctac ttagéctegt accaagagaa acctggecag 600
getectagge tecteatceta ttttgcaaaa accttageag aaggaattce agecaggtte 660
agtggcagtg gatcegggac agacttcact ctcaccatea geagectaga gectgaagat 720
tttgeagttt attactgtca acatcattce gataatecgt ggacattcgg ccaagggacce 780
daggltggada tcdaaggelc gagergguee adatottoty deagaactoa cacatoteca 840
cegtgcccag cacctgaact cotgggtaga cogteagtet tectettcoe cccaanacee 940
aaggacacce teatgatete coggaccect gageteacat gegtootigt geacgtgage 960

[0036] cacgaagace ctpaggteaa gttcasctge tacestogacyg gegtggagel geataatgee 1020
aagacaaage cgegggagga geagtacaag agecacgtace gtgtggteag cotectecace 1080
gteetecace aggactoect paatggoaas pagtacaset sogagetete caacaaagee 1140
ctoccageee ccategagaa aaccatctos ‘adagecanag ggcageecey agaaccacag 1200
gtgtacacee tgcceccate cecgggatsag ctgatcaaga accaggteas cetgacctge 1260
ctgetcaang gettetatee aagegacate googlggngt gegagagcaa tgegeageeg 1320
gagaacaact acaagaceac geetecesty ctgghctery acggetectt ottectetac 1380
ageaagetea cegtggacaa gagcagetes cagoageega acgtettete atgcteegtg 1440
atgeatgage ctetgedcaa ceactacacy cagaagagee teteectgte tecgggtaga 1500
tga 1503
210> 24
211> 500
212> PRT
@213 KNIFFF)
220>
223> CD3T4rRtEES & &

89
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[0037]

<400> 24

Met Glu Ala Pro Ala

1

Asp

Lys

Phe

Leu

65

Asn

Ser

Val

Gly

Gly S
145

Val

Ala

Trp

Ala

Thr

Pro

Thr
50

Glu T

Arg

Thr

Tyr

Thr

130

Leu

Thr

Tyr

Lys
210

5

Thr Gly Ala

Gly
35

Gly

Lys

Ala

Tyr

115

Ser

Gly

Thr

Leu

Gln

195

Thr

20

Ala S

Tyr

y Tle

Phe

Tyr

100

Cys

Val

Gly

Gln

Ser

180

Gln

Leu

Asn

Gly

Lirs

85

Met

Ala

Thr

Gly

Ser
165

Cys

Lys

Ala

Gln

Yal

Val

Met

Asn

70

Gly

Gln

Arg

Val

Gly

150

Pro

Arg

Pro

Glu G

Leu

Gln

Liyg

Asn

03

Ile

Lys

Leu

Ser

Sey

135

Sér

Ala

Thr

Lew Phe Leu
10

Leu Gln Cln
25

Ile Ser Cys
40

T¥p Val Lyg

Asp Pro Tyr

Ala Thr Leu
90

Lys Ser Leu
105

Val Gly Pro
120

Ser Gly Gly

Lieu

ser

Lys

Gln

Tyr

75

Thr

Thr

Met

Gly Gly Gly Gl

Thr Leu Ser I

170

Ser Glu Asn
185

/ Gln Ala Pro

200

Ile Pro Ala

90

Val

Arg

Arg

Leu

Gly

Ala

Asti

60

Gly

Val

Ser

Asp

v Gly

140

Ser

1 Ser

Tyr

Leu

Phe
220

Leu

Pro

Ser
45

Asn

Gly

Asp

Glu

Tyr
125

Ser

Ala S

Pro

Ser

Leu

205

Jer

Trp

Glu

30

Gly

Gly

Thr

Lys

Asp

110

Trp

Gly

Gly

Tyr L

190

Tle

Gly

Leu

15

Ser

Tyr

Lys

Thr

Ser

Ser

Gly

Gly

Glu
175

Tyr

Ser

Pro

Glu

Ser

Ser

Tyr

80

Ser

Ala

Gln

Gly

Tle

160

Arg

Ala

Phe

Gly
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[0038]

925

Phe

Ser:

Gly

Met

305

lis Glu

Val

Tyr

Gly

Ile

385

Val

Ser

Glu

Ala

y Gln

Asp

Gly
290

Ile

His

Arg

Lys

370

Glu

Ty

Leu

Tp

Val

Gly

Lys

275

Pro

Ser: A

Asp

Asn

Val

325

Glu

Lys

Thr

Thr

Glu
435

Tyr

Thr
260

Thr H

Ser

Pro

Ala

340

Val

Ty

Thr:

Leu

Cys
420

Ser:

Phe
Tyr
245

Lys

Val

- Thr

Glu
325

Lys

Ser

Lys (

Ile

Pro

405

Leu

Asn

Thr
230

Val

s Thr

Phe

Pro

310

Val

Thr

Val

Ser

390

Pro

Val

Gly

Leu

s Gln

Glu

Ser

Leu

295

Glu

Lys

Lys

Leu

s Lys

375

Lys

Ser

Lys

Gln

Thr 1le Ser

Lle

Pro

280

Phe

Val

Phe

Pro

Thr

360

Val

Ala

Arg

Gly

Pro

440

91

Lys

265

Pro

Pro

Thr

Asn

Arg

345

Val

Ser

Lys

Asp

Phe
425

Glu

5 Ser

250

Gly

Pro

Trp
330

Glu

Leu H

Asn

Gly

Glu

410

Tyr

Asn

Ser
235

Asp

Ser

s Pro

Lys

5 Val

315

Tyr

Glu

Lys

Gln

395

Leu

Pro

Asn

Leu

Asnt

Ser

Ala

Pro

300

Val

Val

Gln 1

5 Gln

Ala

380

Pro

Thr

Ser

Tyr

Glu

Pro

Glu

Pro

285

Lys

Val

Asp

Iyr

Asp
365

Leu

Arg

Lys

Asp

Lys

445

Pro

Glu'”

Trp: Tht

Pro L

270

Glu

Asp

Asp

Gly

Asn

350

Pro

Glu

Asn

Lle
430

Thr

Leu

Thr

Val

Val

335

Ser

Ala

Pro

Gln

415

Ala

Thr

s Ser

Leu

Leu

Ser

320

Glu

Thr

Asn

Pro

Gln

400

Val

Val

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

<2105 25
<211> 1488
<212> DNA
213> NI
220> - .
<223> (D3TRFRMESS O ER
<400> 25
atggattttc aagtgcagat tltcagette ctgotaatea gtgetteagt catadttgee 60

[0039] agaggagteg aaatigtgtt gacacagtet ccageeacce tgtetttgte teecaggegaa 120
agagecdacce teteetgecy adcaagtgaa aatgtttaca getacttage ctggtaccaa 180
cagaaacctg gecaggetee taggetccte atétatttty caaaasacctt agcagaagga 240
attccagcea ggtteagtege cagtggatce gggacagact teactceteac -catcageage 300
ctagageetg aagatttige agtttattac tgtcaacate attccgataa teegtggaca 360
tteggeeuag ggaccanggt ggaaatcana ggtggeggte getegggege tegtggatet 420
ggaggaggtyg gagetagege ggtccagety cageagtetg gacctgagte ggaaaagect 480
gacgettcag tgaagatttc ctgcaagget tetggttact catteactgg ctacaataty 540
aactggetea agecagaataa tggasagage ctigagtgsa ttggaaatat tgatecettat 600
tatggtggta ctacctacaa ceggaagtte aagggeaagyg ceacattgac tgtagacaaa 660
teetecagea cagectacat geagetcaag agtotgacat ctgaggacte tgeagtetat 720
tactgtgecaa gatcggtege ccetatggac tactggegte aaggaaccte agtecacegie 780
teetegageg ageecaaate ttetgacaaa acteacacat otecacegty eccageacet 810
gaactectgg gtggaccegte agtetteete tteceeccaa ancecaagga cacecteatyg 900
atctecegga ccectgaggt cacatgegtyg gtggtggacy tgagccacga agaccctgag 960
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gtcaagttca actggtacgt ggacggegte gaggtgcata atgcecaagac aaagoegegg 1020
gaggageagt acaacagcac gtaccgtgtg gteagegtee teacegtect geaccaggae 1080
tggctegaaty gecaaggagta caagtgcaag gtotocaaea aagecotooe agececcato 1149
gagasaacca tolecaadge caaagggeag ccccgagaac cacaggtgta caccetgece 1200
ceateceggg atgagetgac caagaaccag gteagectga cotgeetggt caaaggettc 1260
tatecaageg acategecgt ggagtggeag ageaatgege agecgpagaa caactacaag 1320
accacgeete cegtgetgga cteegacgge tecttettee tetacageaa geteaccegte 1380
gacaagageca gglggeagea ggggaacgte tteteatget cegtgatgea tgapgetetg 1440
cacaaccact acacgeagaa gagectoteo etgtotecgg gtaaatga 1488
210> 26
211> 495
<2lze> PRT
213> AL
2205
<223> (D3R RMEEAERH

[0040]  <400> 26
Met Asp Phe Gln Val Gln Ile Phe Ser Phe Leu Leu Ile Ser Ala Ser
1 3] 10 15
Val Ile Ile Ala Arg Gly Val Glu Ile Val Leu Thr Gln Ser Pro Ala

20 25 30
Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Thr
35 40 45
Ser Glu Asn Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly
a0 55 60
Gln Ala Pro Arg Leu Leu Ile Tyr Phe Ala Lys Thr Leu Ala Glu Gly
65 70 5 80
Ile Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu
85 90 95
Thr Ile Ser Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln
100 105 110
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[0041]

His

Lle

Ala

145

Gly

Gly

Trp

Lys

Ala

225

Ty

Ser

Thr

Phe

Pro

305

Val

Thr

His Ser Asp
115

Lys Gly Gly

130

Ser Ala Val

Ala Ser Val

Tyr Asn Met
180

Ile Gly Asn
195

Phe Lys Gly

210

Tyr Met Gln

Cys Ala Arg |

Val Thr Val
260

Ser Pro Pro
275

Leu Phe Pro
290

Glu Val Thr

Lys Phe Asn

Lys Pro Arg

Asn

Gly

Gln

Lys

165

Asn

Ile

Lys

Leu

245

Ser

Cys

Pro

Trp

325

Glu

Pro

Gly

Leu

150

Lle

Trp

Asp

Ala

Lys
230

- Val

Ser 8

Pro

Lys

Val

310

Tyr

Glu

Trp Thr Phe

Ser

135

Gln

Ser

Val

Pro

Thr
%15

Ser

Gly

Ala

Pro
295

Val Vv

Val

Gln

120

Gly

Gln

Cys

Lys

Tyr

200

Leu

Leu

Pro

Glu

Pro

280

Lys

Val

Asp

lyr

Gly

Ser

Lys

Gln

185

Tyr

Thr

Thr

Met

Pro

265

Glu

Asp

Asp

Gly

Asn

94

Gly Gln

Gly Gly

Gly Pro

155

Ala Ser
170

Asn Asn

Gly Gly

Val Asp

Ser-Glu

Asp Tyr

250

Lys Ser

Leu Leu

Thr Leu

Val Ser

315

Val Glu
330

Gly T

Ser G

140

Glu S

Gly

Gly

Thr

Lys

220

Asp

Trp

Ser

Gly

Met

300

His

Val

Tyr

Lys

Thr

205

Ser

Ser

Gly

Asp

Gly

285

Ile

Glu

His

Ser Thr Tyr Arg

Lys Val

Gly Gly

= Glu Lys

Ser Phe

175

Ser Leu
190

Tyr: Asn

Ser Ser

Ala Val

Gln Gly

255

Lys Thr
270

Pro- Ser

Ser Arg

Asp Pro

Asn Ala

332

Val Val

Glu

Gly

Pro

160

Thr

Glu

Arg

Thr

Tyr

240

Thr

His

Val

Thr

Glu

320

Lys

Ser
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[0042]

Val Leu Thr
355

Cys Lys Val
370

Ser Lys Ala
385

Pro Ser Arg

Val Lys Gly

Gly Gln Pro
435

Asp Gly Ser
450

Trp Gln Gln
165

Hig Asn His

210> 27
211> 1503
212> DNA

213> ANTLFEF

<220>

<023 CDSTHER R

400> 27

3440

Val Leu
Ser Asn
Lys Gly
Asp Glu
405
Phe Tyr
420
Glu Asn

Phe Phe

Gly Asn

Tyr Thr

485

9.8
S

His

Lys

Gln

390

Len

Pro S

Asn

Leu

Val
170

Gln .

Gln

Ala

375

Pro

Thr

Tyr

Tyr
455

Phe

Lyg |

1

Asp

360

Lo

Arg

Lys

Asp

Lys
440

Ser

Ser

345

Trp

Pro

Glu

Asn

lle

425

Thr

Lys

Cys

+ Leu

Leu

Ala

Pro

Glo

410

Ala

Thr

Leu

Ser

Ser
490

Asn

Pro

Gin

395

Vel

Yal

Pro

Thr

Val
475

Leu

atggadgeac cagegeaget tetettecte etgetactet

gegegtecage tgeageagtc tggacctgag teoggaaaage

teectgeaagg cttetggtta cteatteact ggetacaata

aatggaaaga gecettgagtg gattggaaat attgatcctt

95

aaccggaagt tcaagggeaa ggecacattg actgtagaca

350

Gly Lys

s Glu Tyr Lys
365

Ile Glu Lys Thr Tle
380

Val Tyr Thr Leu Pro
400

Ser Leu Thr Cys Leu
415

Glu Trp Glu Ser Asgn
430

Pro Val Leu Asp Ser
445

Val Asp Lys Ser Arg
460

Met His Glu Ala Leu
180

Ser Pro Gly Lys
495

gocteceaga taccaceggt

ctggegette agtgaagatt

tgaactgagt gaageagaat
attatggtge tactacctac

aatcectccag cacagéctac

60
120
180
240
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atgeagetea agagtetgac atetgaggac tetgeagtet attactgtge aagatcggte 360
ggecctatgg actactgegg tcaaggaace tcagtcaceg tetettetgg tggesgtgge 420
teggaeggte gtgggtegge tggeggegga tecaggaggag gegggagtyge tagegaaatt 480
gtgttgacac agtetecage cacectgtet ttgtetecag geganagage cacectetee 540
tgecgaacaa gtgaaaatgt ttacagetae tlageetgpl actaacagda. acctggecag 600
getcctagge tecteateta ttttgeaaaa accttageag aaggaattee agecaggtte 660
agtegeagtg gatecgggac agacttcact ctcaccatca geagectaga gectgaagat 720
tttgecagttt attactgtca acatcattec gataatecgt ggacattegg ccaagggace 780
aaggtggaaa tecaaaggete gagegageece aaatettctg acaaaactea cacatgeeca 340
ccgtgeaeag cacctgaact cetgggtaga cogteagtet. tectettoce cccaaaacee 900
aaggacacce teatgatete ceggaccect gaggtoacat gegtggtpgt ggacgtgage 960
cacgaagacc ctgaggtoaa gtteaactge tacgtggacg gegtggaggt geataatgee 1020
aagacadage cgegggagga geagtacaac ageacgtace gtgtggteag cgteeteace 1080
gtecetgcace aggactggel gaatggeaag gagtacaagt geaaggtetc caacaaagec 1140

10043] cteccageee ceategagaa aaccatcter agdgctanag ggragccecy agaaccacag 1200
gtgtacacce tgeccceate cegggatgag ctgaccaaga accaggteag cctgacctge 1260
ctggtcaaag gettetatee aagegacate gecotggagt ggeagascaa tgggeageeg 1320
gagaacaact acaagaccac geceteeegtg ctggacteeg acggeteett ctteetetac 1380
agedagetea cogltggacaa gageagglag cageagggen acglettate atgetecgty 1440
atgeatgagg ctetgcacaa ccactacacg cagaagagee tetecctgte teoegggtaaa 1500
tga 1503
<2105 28
211> 500
212> PRT
213> AT %
<2207
223> CD3THr &N

400> 28

Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro

1

D

10

96

15
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[0044]

Asp Thr Thr Gly Ala

Lys

Phe

Leu

65

Asn

Ser:

Val *

Gly

Gly

145

Val

Ala

Trp *

Ala

Ser
225

Pro

Thr
50

Glu

Arg

Thr

Iyr

Thr

130

Ser

Leu

Thr

Lys
210

Gly

Gly
35

Gly -

Trp

Lys

Ala ”

20

Ala

Tyr

Ile

Phe

Tyr
100

Tyr Cys

115

Ser

Thr

Leu

Gln

195

Thr

Thr

Val

7 Gly (

Gln

Ser:

180

Gln

Leu

Asp

Ser

Asn

Lys
85

Met

Ala

Thr

Ser

165

Cys

Lys

Ala

Phe

Val

Val

Met

Asn

70

Gly

Gln

Arg

Val

Gly

150

Pro

Arg

Pro

Glu

Thr
230

Gln

Lys

Asn

58

Tle

Lys

Leu Gln Gln

INE:

40

Trp

Asp

Ala

Lew L

Ser

Ser

135

Ser

Ala

Thr

Gly

Gly

215

Leu

Val G

120

Ser &

Gly G

Thy

Ser

Gln
200
Ile

Thr

97

25

Ser

Val

Pro

Thr

Ser
105

Leu

Glu

185

Ala

Ty

Leu

90

Leu

Pro

Gly

Gly

Pro

Ser

5 Lys

g Gln

Tyr
15
Thr

Thr

Met

Gly

Gly
155

- Leu

n Val

Arg

Gly

Ala

Asnt

60

Gly G

Val

Ser

Asp

Gly

140

Ser:

Ser:

Tyr

Leu

Pro

Ser
45

Asn

Glu
30

Gly Tyr

Gly

Thr

Asp Lys

Glu

Tyr

125

Ser

Ala

Pro

Ser

Leu

2056

Pro Ala Arg Phe Ser

Ile

Ser

220

Ser Leu Glu
235

Asp
110

Trp G

Gly

Ser

Gly

Tyr
150

[le 1

Gly

Pro

Ser

Lys

Thr

Ser

95

Ser

Gly

Glu

Glu

175

Leu

Tyt

Ser

Glu

Glu

Ser

Ser

Tyr

80

Ser:

Ala

y Gln

Gly

Ile

160

Ala

Phe

Gly

Asp
240
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[0045]

Phe Ala Val

Gly

Ser

Gly

Met

305

Hig

Val

Tyr

Ile

385

Val

Ser

Glu

Pro

Val

Gln

Asp

Gly

290

Ile

Glu

His

Arg

Lys

370

Glu

Tyr

Leu

Trp

Val

450

Asp

Gly

Lys

275

Pro S

Ser

Asp

Asn

Val

355

Glu

Lys

Thr

The

Glu

435

Leu

Tyr

Thr

260

Pro

Ala

340

Val

Tyr |

Thr

Leu

Cys
420

Ser

Asp

Tyr
245

Lys

~ Hig

Val

Glu
325

Lvs

Cys

Val

Thr §

Phe

Pro

310

Val

Thr

sr Val

Lvs

Pro
405

Leu

Asn

Ser

Cys

Ser

390

Pro

Val

Gly

Asp

Gln His His

Glu

D"
=
0

Lieu

295

Glu

Lys

Lys

Leu

Lys

375

Lys

Ser

Liys

Gln

Gly

455

Lys Ser Arg Trp Gln

lle

- Pro

280

Phe

Val

Phe

Pro

Thr

360

Val

Ala

Arg

Gly

Pro (

440

Ser

Gln

Lys

265

Pro

Pro

Thr

Asn

Arg

345

Val

Lys

Asp

Phe

425

Phe

Gly

98

Sor Asp
250

Gly Ser

Cys Pro

Pro Lys

Cyg Val

315

Trp Tyr
330

Glu Gl

Leu His

- Asn. Lys

Gly Gln
395

Glu Leu

410

Tyr Pro

Asn Asn

Phe Leu

Asn Val

Agn

Ser

Ala

Pro

300

Val

Val

Gln

Gln

Ala

380

Pro

Thr

Ser

Tyr

Tyr

460

Phe

Pro

Glu

Pro &

285

Lys

Val

Asp

Tyr

Asp

365

Leu

Arg

Lys

Jsp

Lys

445

Ser

Ser

Trp

Pro

270

Asp

Asp

Gly

Asn
350

Trp

Pro

Glu

Asn

Ile

430

Thr

Cys

Thr

255

Lys

Leu

Thr

Val

Val

335

Ser

Leu

Ala

Pro

Gln

Ala

Thr

Ser

Phe

Ser

Leu

Leu

Ser

320

Glu

Thr

Asn

Pro

Gln

400

Val

Val

Pro

Thr

Val
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[0046]

465

470

475

480

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

485

Ser Pro Gly Lys

<2105
211>
<2125
<213

29

DNA
220>
223>

400> 29
atggaageac

gadattgtagt
ctétectgee
ggeeaggete
aggttcagtyg
gaagatttty
gegaccaagg

goagetageg

glgaagattt

aagcagaata
actacctaca

acagcctaca

agateggteg

gagcccaaat
getggacegt

acccctgagg

aactggtacg

tacaacagea

ggcaaggagt

500

1479
NTFF

cagegeaget
tgacacagtc
gaacaagtega
ctaggetect
geagtggate
cagtttatta

tggaaatcaa

¢ggtecaget
cctgeaaggc
atggaaagag
accggaagtt
tgcagetcaa
gccctatgga
cttetgacas
cagtctteet
tcacatgegt
tggacggegt
cgtacegtgt

acaagtgcag

CO3THE LA ED

tetettecte
tecagecace
aaatgtttac
gatetatttt
cgggacagac
ctgteaacat
agglggeggt
geageagtcet
ttotggttac
cettgagtag
caagggcaag
gagtetgacd
ctactggggt
aacteacaca
ctteececcea
ggtggtggac
ggaggtgeat
ggteagegte

ggtetecaac

99

490

¢tgetactet
ctgtetitgt
agetactiag
geadaaaacct
tteactetea
cattecgata
ggetoggeesy
ggacctgagt
teattcacty
attgoaaata
gecacattga
tetgaggact
caaggaacct
tetecacegt
aaacccaagg

gtgagceeacg

aatgecaaga

cteacegrod

aaagecelce

ggeteeccaga
¢cteecaggega
cctggtacea
tagcagaagg
ccatcageag
ateécgtgeac
glggtagatc
cggaaaagee
getacaatat
ttgatectta
ctgtagacaa
ctgeagteta
cagtcaccegt
geeeageace

acacccteat

aagacectga

cagagecgeg
tgeaccagga

cagceeceat

495

taccaceget

aagagecace

acagaaacct

aattccagec

cctagagect
attcggecaa

tggaggaggt

tggecgettea

gaactgggtg
ttatggtggt
atcctecage
ttactgtgea
cteectegage

tgaactectg

gateteeegg

ggtcaagtte
ggaggageag
ctggetgaat

¢cgagaaaace

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
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atcteeaaag ccagagggea groccgagaa ccacdggtet dcaccotgee cecateecegg 1200
gatgagetga ccaagaacca ggtcagccetg acetgectegg tcaasaggett ctatecaage 1260
gacategeey tgegagtgega gageaatggs cagecgsagd ‘dcaactacaa gaccacgeet 1320
cecgtgeteg actcegacgg ctcettotte ctetacagea ageteacegt ggacaagage 1380
aggtegeage aggggaacgt cttetecatge tecgtgatge atgagectet geacaaccac 1440
tacacgeaga agagcectete cetgtetecg getaaatga 1479
<210> 30
211> 492
{212> PRT
@3> ALFH
2e0> .
223> CD3THRrRIEES G HRA
400> 30
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro
1 5 10 15
Asp Thr Thr Gly Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

[0047] ) e o

20 25 30
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser 6lu Asn
35 40 45
Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
50 53 60
Arg Leu Leu Ile Tyr Phe Ala Lys Thr Leu Ala Glu Gly Ile Pro Ala
65 70 i 80
Arg Phe Ser Gly Ser Gly Scer Gly Thr Asp Phe Thr Leu Thr Ile Ser
85 90 95
Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln His His Ser
100 105 110
Asp Asn Pro Trp Thr Phe Gly 61n Gly Thr Lys Val Glu Tle Lys Gly
115 120 125
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ala Ser Ala

100
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[0048]

130

Val Gln

145

Val Lys

Met Asn

Asn Ile

Gly Lys
210

Gln Leu

225

Arg Ser

Val Ser

Pro Cys

Pro Pro
290

Thr Cys

305

Asn Trp

Arg Glu

Val Leu

Leu

Ile

Trp

Asp

195

Ala

Lys

Val

Ser

Pro

275

Lys

Val

Tyr

Glu

lis
355

Gln

Set

Val
180

Pro

Thr

Ser

Gly

Ser:

260

Ala

Pro

Val Vv

Val

Gln
3410

Gln

Gln

Cys

165

Lys

Tyr

Leu

Leu

Pro

245

Glu

Pro

Lys

al

Asp

325

Tyr

Asp

&

DET

150

Lys

Gln

Tyr

Thr

Thr

230

Vet

Pro

Glu

Asp

Asp

310

Gly

Asn

Trp

135

Gly

Ala S

Asn

Gly

Val

215

Ser

Asp

Lys

Leu

Thr

295

Val

Val

Ser

Leu

Pro

Asn

Gly

200

Asp

Glu

Tyr

Ser

Léu

280

Leu

Ser

Glu

Thr

Asn
360

Glu

Gly

Gly

185

Thr

Lys

Asp

Trp

Ser

265

Met

Ser

TYI‘ S

170

Lys

Thr

Ser

Ser

Gly

230

Asp

Glu

155

Ser

Tyr

Ser

Ala

235

Gln

Lys

sly Pro

Ile

is Clu

Val
Al\y,r
315

Gly

101

His
330

Arg

Ser

Asp
318

Asn

Val

140

Lys

- Phe

Leu G

Asti -

Sor 1

220

Val

Gly

Thr

Ser

Arg

300

Pro

Ala

Val

Lys Glu Tyr

Pro

Thy

Tyr

Thr

His

Val

285

Thr

Glu

Lys

Ser

Lys
365

Gly

Gly

Trp
190

. Lvs

Ala

Tyr

Ser

Thr

270

Phe

Pro

Val

Thr

Yal
350

Ala

Tyr
175

Ile G

Pho 1

Tyr

Cys

Val

255

Ser

Leu

Glu

Lys

Lys
335

Leu

s Lys

Ser
160

Asn

Met

Ala

240

The

Pra

Phe

Val

Phe

320

Pro

Thr

Val
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Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala

370 375 380
Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg
385 390 395 400
Asp Glu Leu Thr Lys Ast Gln Val Sér Léu Thr Cvé Leu Val Lys Gly

405 110 115
Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
420 425 430
Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
435 440 445

Phe Phe Leu Tyr Ser Lvs Leu Thr Val Asp Lys Ser Arg Trp Gln Gln

450 455 460
Gly Asn Val Phe Ser Cyg Ser Val Met His Glu Ala Leu His Asn His
465 470 475 480

[0049]
Tyr Thr Gln Lys Ser Leu Ser Leu Ser Ero Gly Lys
485 490

<210> 31
211> 1479
<212% DNA N
213> AL
€220 |
€223> CD3THRrRMEAEHEA
<400> 31
atggaagecac cagegeaget tetettcete ctgetactet ggeteccaga taccacceggt 80
gaaattgtgt tgacacagte tecagecace ctgtetttgt ctecaggega aagagecace 120
ctetectgee gaacaagtga aaatgtttac agetacttag cetggtacca acagaaacct 180
ggccaggcte ¢taggeteet catetatttt géanaaacct tagecagaagg aattccagee 240
aggttcagtg geagtggate cgggacagae ttcactetca ceateageag cetagageet 300
gaagatttty cagtttatta ctgteaacat catteegata ateegtggae atteggecaa 360
gggaccaagyg tggaaatcaa aggtggeggt ggetegggeg gtgatggate tggaggaggt 420

102
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goagetageg cegtecaget geageagteot ggacctgagt cggaasagoe tggegettea 480
gtgaagattt cctgeaagge ttetggttac teattcactyg getacaatat gadctggety 540
aagecagaata atggaaagag ccttgagtge attggaaata tigatectta ttatggtggt 600
actacctaca accggaagtt caagggcaag gecacattga ctgtagacaa atccteocage 660
acagectaca tgeageteaa gagtetgaca tetgaggaet ctgeagteta ttactgtgca 720
agatcggteg gecetatpga ctactgeget caaggaacet cagteaccgt cteéetegage 780
gageccaaat cttetgacaa aactcacaca tgeccaccet geccageace tgaacteetyg 840
getggacegt cagtettect cttoceteca aaacceaagy acacceteat gatetecege 900
acteetgdage teacdatgegt ggtgetesue glgagieaty aagaccotga geleaagttie 960
aactggtacg tggacggegt ggaggtgeat aatgcecaaga caaageegeg ggaggageag 1020
tacaacagea cgtacegtgt ggteagegte cteaccgtée tgeaccagga ctggetgaat 1080
ggcaaggagt acaagtgean ggtetecaae aangceotoe cageccecat cgagaaaace 1140
atctccaaag ccaaagggea gecccgagaa ccacaggtet acaccetgee eccatecegy 1200
gatgagetga ccaagaacca ggteagectg acctgeetgg teaaaggett ctatccaage 1260

[0050]  gacatcgeep tggagtggea sagcaatggg cagecpgaga acaactacaa gaccacgeet 1320
cecgtoctge actecgacgg ctecttette ctetacdgea ageteacegt ggacaagage 1380
aggtggeage aggggaacgt ctteteatge teegtgatpge atgaggetet geacaaceac 1440
tacacgcaga agageetete ectgteteeg ggtaaatga 1479
£210> 32
211> 492
212> PRI
13>y ANTFF
220> o
223> CD3THFmIELE G EN
400> 32

Met Glu Ala Pro: Ala Gln Leu Leu‘Phe-Leu.Leu Len Leu Trp Leu Pro

1

5

10

15

Asp Thr Thr Gly Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser
25

Lew Ser Pro Gl

35

20

'y Glu Arg Ala Thr Leu Ser Cys Arg
40

103

30

45

Thr Ser Glu :
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[0051]

Val Tyr Ser Tyr

Arg
65

Arg

Ser

Gly

Val
145

Val

Met

Asgn

Gly

Gln
225

Arg

Val

50

Leu

Phe

Leu

Asn

Gly
130

Gln

Lys

Asn

Ile

Lys

210

Leu

Ser

Ser

Leu Ile

Ser Gly

Glu Pro
100

Pro Trp
115

Gly Ser

Leu Gln

Ile Ser

Trp Val
180

Asp Pro
195

Ala Thr

Lys Ser

Val Gly

Ser- Ser
260

Leu

Tyr

Ser

85

Glua

Thr

Gly

Gln

Cys

165

Lys

Tyr

Leu

Leu

Pro
245

Glu

Ala

Phe

70

Glv

Asp

Phe

Glv

Ser

150

Lys

Gln

Tyr

Thr

Thr

230

Met

Pro

Trp

8b

Ala

Ser

Phe

Gly

Gly

135

Gly

Ala

Asgn

Gly

Val

215

Ser Glu Asp

Asp

Lys

Tyr Gln Gln

Lys

Glv

Ala

Gln

120

Glv

Pro

Ser

Asn

Glv

200

Asp

Tyr

Ser

104

Thr

Thr

Val
165

Gly

Ser

Glua

Gly

Gly

185

Thr

Lys

Trp

Leu

Asp

90

Tyt

Thr

Glv

Ser

Tyt

170

Lys

Thr

Ser

Ser

Gly
950

Lys

Ala

75

Phe

Tyr

Lys

Gly

Glua

155

Ser

Ser

Tyr

Ser

Ala
235

Gln

Ser Asp Lys
265

Pro

60

Glu

Thr

Cys

Val

Glv

140

Lys

Phe

Leu

Asn

Ser

220

Val

Gly

Thr

Gly

Gly

Leu

Gln

Glu

125

Gly

Pro

Thr

Glu

Arg

205

Thr

Tyr

Thr

Hig

Gln

Ile

Thr

His

110

Ile

Ala

Glv

Gly

Trp

190

Lys

Ala

Tyr

Ser

Thr
270

Ala Pro

Pro Ala
80

Ile Ser
95

His Ser

Lys Gly

Ser Ala

Ala Ser
160

Tyr Asn
175

Ile Gly

Phe Lys

Tyr Met

Cys Ala
240

Val Thr
255

Cys Pro
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[0052]

Pro

Pro

Thr ¢

305

Asn

Arg

Val

Ser:

Lys G

385

Asp

Phe

Glu

Phe

Gly

465

Tyr

Cys

Pro
290

Cys

Trp T

Glu

L--eu_ ' al

Glu

Ty

Asn

Phe

450

Asn

Thr

Pro

275

Lys

Yal

Glu

v Gln

Leu

Pro

Asn

435

Leu

Val

Gln

Ala

Pro

Val

r Val

Gln

340

s Gln

Lys Ala

Pro

Thr

Ser

420

T

Tyt

Phe

Lys

Pro

Lys

Val

Asp

325

Tyt

Asp

Leu

Arg

Lys

405

Asp

Lys

Ser

Ser

Ser
485

Glu Leu

Asp Thr
295

Asp: Val
310

Gly Val

Asn Ser

Trp: Leu

Pro Ala
375

Glu Pro
390

Asn Gln

Ile Ala

Thy Thr

Lys Lei
455

Cys Ser
470

Leu Ser

Leu Gly Gly Pra

280

Leu

Ser H

Glu

Thr

Asn G

360

Pro

Gln

Val

Val

Pro

440

Thr

Val

et

Val

Tyr
345

Ile

Val ’

Ser

Glu

425

Pra

Val A

Lle

5 Glu

Hisg
330

Arg

Glu

Tyr

Leu

410

Trp

Val

Ser

Asp

315

Asn

Val

s Glu °

Lys

Thr

395

Thr

Glu

Leu

b Lys

Glu

475

Leu Ser Pro Gly

105

490

Ser Val
285

Arg Thr
300

Pro Glu

Ala Lys

Val Ser

Tvr Lys

365

Thr 1le

380

Leu Pro

Cys Leu

Ser Asn

Asp: Ser

445

Ser Arg
460

Ala Leu

Lys

Phe

Pro

Val

Thr

Val

350

Ser

Pro

Val

Gly
430

Asp

Trp

Leu

Glu

Lys

Lys
335

Leu

s Lys

Lys

Ser

Lys

415

Gln

Gly

Gln

s Asn

Phe

Val

Phe

320

Pro

Thr

Val

Ala

Arg

400

Gly

Pro

Ser

Gln

His
480
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210> 33
211> 1479
£212> DNA
213> A LFFH
220> _
223> CD3THERMESEN
400> 33
atggaageac cagegeaget tetetteete ctgctacteot ggeteccaga taccaceggt 60
gaaattgtgt fgacacagtc tccagecacce ctgtetttgt ¢tecaggega aagagecace 120
ctetectgee gaacaagtea aaatetttac agetacttas cetggtacca acagasacet 180
ggccaggete ctaggetcet catctatttt geaaaaacct tagcagaagg aattccagee 240
aggttcagty gecagtggatc cgggacagac ttcactctca ccatcagcag ccetagagect 300
gaagattttyg cagtttatta ctytdaacat cattccgata atcegtggac attcggecaa 360
gggaccaagg tgpaaatcaa agglggeggl ggctegegog gtgetopgate tggaggagat 420
ggagctagee aggtgeagelt ggtggagtet gglggagpeg tggtecagee: tgggaggtec 480
ctgagactet cetgtgeage ctotggattc acettedgty getacaatat gaactgggte 540

[0053] cgecagatee ccgggasagg cetggagtes atggecaata ttgatectta ttatggtegst 600
actacctdca accggaagtt caagggecag gteactatet cegecgacaa gtecateage 660
accgectace tgcaatggag cagectgaag geeteggaca ccgecatglta ttactgtgcea 720
cgotoagteg gocetatgga ctacteggge cgoggeacee tggteactgt ctectegage 780
gageccaaat cttetgacaa aactcacaca tgeccaccgt geecageace tgaacteetg 840
getggacegt cagteticet ctteccecea adacceaags dcacceteat gatetecegy 900
accectgagg tcacatgegt getggtgeac grgdectdcg aagaccctga ggtcaagtte 960
aactggtacg tggacggest ggagstecat aatgecaaga casdagecgeg geaggageag 1020
tacaacagca cgtaccgtet ggtcagegte cteacegtoe tgeaccagga ctggetgaat 1080
ggcaaggagt acaagtgcaa ggtotccaac -aaagecctce cageccerat cgagaaaace 1140
atctccaaag ccaaagggea gececgagan ¢cacagetgt acaccctgee cecatecegg 1200
gatgagctga ccaagaacca ggtcageetg acctgectgg teaaaggctt ctatccaage 1260
gacatcgecg tggagtggga gageaatggg cagecggaga acaactacaa gaccacgeet 1520
ccegtgetgg actecegacgg ctecttette ctetacagea ageteaccgt ggacaagage 1380
aggtgecage agggraacgt ctteteatge tecgtgatge atgaggetet geacaacecac 1440
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[0054]

tacacgeaga agagectcte cetgtetcey gptaaatga

210y 34
211> 492
212> PRT

213>

220>

223>

400> 34

KTED

CD3THE RS EA

Met Glu Ala Pro Ala Gln Leu

i
Asp
Leu
Val
Arg
B5

Arg

Ser

Asp

Gly

Val
145

Leu

Thr The

ser Pro

35

Tyr Ser
50

Leu Leu

Phe Ser

Leu Glu

Asn Pro
115

Gly Gly
130

Gln Leu

Arg Leu

Gly

20

Gly

Tyr

Ile

Gly

Pro

100

Trp

Ser

Val

Ser

o

Glu [le ¥

Glu Arg

Leu Ala

Tyr Phe
70

Ser Gly
85

Glu Asp

Thr Phe

Gly Gly

Glu Ser
150

Cys Ala
165

Ala

Trp

9%

Ala
Ser
Phe
Gly
Gly
135

Gly

Ala

Lieu ‘Phe

L Thy
25

Thr Leu

40

Tyr Gln

Lys Thr

Gly Thr

Ala Val
105

Gln Gly
120
Gly Ser

Gly Gly

Ser Gly

107

Leu

10

Gln

Ser

Gln

Leu

Asp

90

Tyr

Thr

Gly

Val

Phe -
170

Leu
Ser
Cys
Lys
Ala
5

Phe
Tyr
Lys

Gly

Val
155

Leu

Pro

Are

Pro

60

Glu

Thr

Cys

Val

Gly
140

Leu

Ala

Thr

45

Gly

Gly

Leu

Gln

Glu
125

Trp

Thr

Ser

Gln

Tle

Thr

Leu

15

Leu

Glu

Ala

Pro

Ile
95

His His

110

Ile

Gly Ala

Gln Pro Gly

- Phe Ser Gly

er

9%

Arg

Tvr
175

Pro

Ser

Asn

Pra

Ala
30

Ser

Ser

s Gly

Gln
Ser
160

Asn

1479
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[0055]

Met Asn Trp Val

Asn

Gly

Gln
225

Arg §

Val §

Pro

Pro

Thr

305

Asn

Arg

Val

Ser

Lys

385

Asp

Tle

Gln

210

180

Asp Pro

195

Val Thr

Trp Se

Cys

Pro

290

Cys

Trp

Glu

Leu

Asn

370

Gly

Glu

Z6O

Pro Ala
275

Lys Pro

Val Val

Tyr Val

Glu Gln

340

His Gln
3658

Lys Ala

Gln Pro

Leu Thr

Arg

Tyr

Ile

Leu

v Pro
245

Glu

Pro

lLiys

Val

Asp

325

Tyr

Asp

Leu

Arg

Lys

Gln

Tyr
Ser
250
Met
Pre
Glu
Asp
Asp
310

Gly

Asn

Trp

Pro

Glu
390

Asn

Met

Gly

Ala

215

Ala

Asp

Lys

Leu

Thr

295

Val

Val

er

o2

Leu

Ala
275

Pro

Gln

Pro

Gly

200

Agp

Ser

Tyr

Ser

Leu

280

Leu

Ser

Glu

Thr

Asn
360

Gly

185

The

Lys

Asp

Trp

Ser

265

Gly

Met

His

Val

Tyr

345

Pro 1le

Cln

Val

Val

Ser

108

Lys Gly

Thr Tyr

ser lle

Thr Ala
235

Gly Arg
250

Asp Lys

Gly Pro

Tle Ser

Glu Asp

315

His Ash
330

Arg Val

Lys Glu

Glu Lys

Tyr Thr
395

Leu Thr

Let

Asn

Ser

220

Met

Gly

Thr

Ser

Arg

300

Pro

Ala

Val

Tyr

Thr
380

Leu

Cys

Glu

Arg

205

Thr

Tyr

Thr

His

Val

285

Thr

Glu

Lys

Ser

Lys

Ile

Pro

Leou

Trp

190

Lys

Ala

Tyr

Leu

Thr

270

Phe

Pro

Val

Thr

Val
350

Cys L

Met

Phe

Tyr

Cys

Val

255

Cys

Leu

Lys

Lys
335

Leu

Ser Lys

Pre S

Yal

Gly

Lys

Leu

Ala

240

Thr

Pro

Phe

Phe

320

Pro

Thr

Val

Ala

Arg

400

Gly
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405 410 415
Phe Tyr Pro Ser Asp Lle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
420 425 430
Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
435 440 445
Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
450 455 460
Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
465 470 475 480
Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
485 490
<210> 35
811> 1479
2l2> DNA
213> ANLF7Y
[0056]  <220> - »
228> CSTRERES A EA
400> 35 |
atggaageac cagegeaget tetetteete etgetactet ggeteccaga taccaceggt 60
gaaattgtgt tgacacagte tecagetace cfgtetttet ctecagecga aagagecdace 120
cteteotgee gaacaagtga aaatgtttac agetacttag cotggtacea acagaaacet 180
ggecaggete ctaggeteet catetatttt geaamaaacct tageagadge aattocagee 240
aggttcagtg geagtggate cgggacagac ttcactetea ccatecageag ectagagect 300
gaagattttyg cagtttatta ctgtcaacat cattecgata atecgtggac atteggcecaa 360
gggaccaagy tggaaatcaa aggtggeggt ggetcegggeg giggteguate tggaggaggt 420
gpagttagee aggtgedaget gptegagtet ggtipagygey tegtccages tgggaggtee 480
ctgagactet cetgtgeage ctetggatte acetteagts gotacaatat gaactgggte 540
cgecagatge cegggaaagg cotggagtgg atgggeaata ttgateetta ttatggtget 600
actacctaca accggaagtt caagggeeag gteactatel cegecgacaa gtecateage 660
accgectace tgeaatggag cagecetgaag geeteggaca cegecatgta ttactgtgea 720
cgeteagteg gecctatgga ctactgggge egoggeacce tggteactgt etcotegage 780
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gagcccaaat cttetgacaa aactcacaca. tgoceacegt gecdeageace tgaactectg 840
gotpggacegt cagtettcet ctteccctca aadcccaagy acaccceteat gatetceegg 900
acccetgagg teacatgegt ggtegtegar gtgagecacy aagaccetga ggteaagtte 960
aactggtacg tggacggegt goaesgtgcat aatgccaags caaagecgcy geaggagcag 1020
tacaacagca cgtacegtat ggtcagegte cteacegtee tgeaccagsa ctggetgaat 1080
ggecaaggagt acaagtgcaa ggtetecaae aaageccter cageececat cgagaaaace 1140
atctecaaag ccaaaggaea géeccgagaa coacaggtgl -acacectgee cecateccgg 1200
gatgagetga ccaagaacca ggleagecty acctgeetgg teaaageett etateeaage 1260
gacatcgecg tggagtgega gageantggg cagecggaga acaactacaa gaccacgeet 1320
ceegtgetge actecgacgs cteettette ctetacagea agetcacegt ggacaagage 1380
aggtggeage aggggaacgt cttcteatge teegtgatge dtgaggotet geacaaceae 1440
tacacgeaga agagectete cetgtetoeg ggtaaatga 1479
<210> 36
<211} 492

[0057) 315 At
<220>
223> CDSTHRRIEEAEO
<400> 36
Wlet Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro
1 8 10 15
Asp Thr Thr Gly Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

20 25 30
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser Glu Asn
35 40 45
Val Tyr Ser Tyr Leu Ala Trp Tvr Gln Gln Lys Pro Gly Gln Ala Pro
50 35 60
Arg Leu Leu Ile Tyr Phe Ala Lys Thr Leu Ala Glu Gly Ile Pro Ala
65 70 5 30
Arg Phe Ser Gly Ser Glvy Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
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[0058]

Ser

Asp

Gly

Val

145

Leu

Met

Asn

Gly

Gln
225

Arg |

Vil

Pro

Pro

Thr
305

Leuw Glu

Asn

Pro

115

Gly Gly

130

Glin

Arg

Asn

Ile

Gln
210

Trp

Pra
290

Cys

Leu

Leu

Trp

Asp

195

Val

Ser

Val

Ser

i Pro

27h

Lys

Val

Pro
100

Trp

Ser

Val

Ser

Val
180

Pro

Thr

Ser

Gly

Ser
260

Ala

Pro

Val

85

Glu

Thr

Gly

Glu

Cys

165

Arg

Tyr

lle

Len

Pro

245

Glu

Pro

Lys A

Val

Asp

Phe

Gly

Ser

150

Ala

Gln

Tyr

der

Lys

230

Met

Pro

Glu

Asp
310

Phe

Gly

Gly

135

Gly

Ala

Met

Gly

Ala

215

Ala

Asp

Lys

Leu

Thr
295

Val §

Ala

Gln

120

Gly

Gly

Ser

Pro

Gly

200

Asgp

Ser

Tyr

Ser

Leu

280

Leu

Yal
105

Gly

Gly

Gly

Gly

185

Thr

Lys

Asp

Trp

Ser
265

Gly

Met

111

90

Tyr Tyr

Thr Lys

Gly Gly

Val Val

155

Phe Thr
170

Lys Gly

Thr Tyr

Ser lle

Thr Ala
235

Gly Arg

Asp Lyg

Gly Pro

Ile Ser

s Glu Asp

315

Cys Gln

Val Glu
125

Gly Gly
140

Gln Pro G

Phe Ser

Leu Glu

Asn Arg
205

Ser Thy
990)

Sk

Met Tyr

Gly Thr

Thr His

Ser Val
285

Arg Thr
300

Pro Glu

His
110

Ile

Trp

190

Lys

Ala

Tyr

Leu

Thr 5

270

Phe

Pro {

Val

95

His

a Ser

Arg

Tyr

175

Met

Phe

Tyr

Cys

Val
255

Ser

s Gly

Gln

Ser

160

Asn

Gly

Lys

Leu

Ala

240

Thr

Pro

Phe

Val

s Phe

320
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[0059]

Asn Trp

Arg Glu

Val. Leu

Ser Asn
370

Lys Gly
385

Asp Glu

Phe Tyr

Glu Asn

Phe Phe
450

Gly Asn
465

Tyr Thr

<2100
211>
212>
<213%

<220>
<2232

<400>

atggaagcac cagegeaget tetettecte ctgetactet ggeteccaga taccaccggt

Tyr Val

Glu Gln T

340

His Gln
355

Lys Ala

Gln Pro

Leu Thr

Pro Ser
420

Asn Tyr
435

Leu Tyr

Yal Phe

Gln Lys

37
1476
DNA
ANTFF

Tyr

Asp

Leu

Arg

Lys
405

Asp

Lys

Ser

Ser

sy

Ser

485

CD3THr Fefk2h

37

y Gly

Agn S

Trp

Pro

Glu

390

Asn

lle

Thr

Lys

Cys
470

Leu

Val Glu Val

Leu

Ala

375

Pro

Gln

Ala

Thr

Leun

4565

Ser

Ser

BE

- Thr

SIS

360

Pro

Gln

Val §

Val

Pro

440

Thy

Val

Leu

Tyr

345

Ile

Val

Glu

425

Pre

Val

Met

Ser

112

His

330

Arg

Lys

Glu

Tyr

~ Leu

410

Val

Asp

His

Pro
490

Asn

Val

Glu

Lys

Thr

395

Thr

5 Glu !

Leu

Lys

Glu

475

Gly

Ala

Val

Tyt

Thr
380

Asp

Set
460

Ala

Lys

s Thr

Ser Val

Lys
365

{le S

Pro

Leu

Asn

Ser

445

Arg

Leu

350

Pro

Val

Gly

430

Asp

Trp

Hisg

335

Leéu

s Lys

Lys

Ser

Lys

415

Gln

Gly

Gln

Asn

Pro

Thr

Val

Ala

Arg

400

Gly

Pro

Ser

Gln

His
480

60
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gaaattgtgt tgacacagtc tecagecace ctgtelitigt ctecaggega aagageedce 120
ctetectgoe gaacaagtga aaatgtttae agetacttag cetggtacea acagaaacet 180
ggccaggete ctaggetect catetatttt geaasaaacet tagcagaagg aattccagee 240
aggtteagty geagtggate cgggacagac tteactetcea ceatcageag cotagagect 300
gaagatttty captttatta ctytcaacat cattcegata atccgteggae attesgecaa 360
ggoaccaage tggaaatcaa aggtgecget goctegeges gtogtgeate tggaggaset 420
ggepetageg aggtgeaget gotggagtet ggtggagget tggtecagee tggagggtee 480
ctgagactet cetgtgeage ctetggatte accttcagty getacaatat gasctgggto 540
cgecagatge ccgeagaaagg cctggagteg atgggeaata tigatectta tratggtegt 600
actacctaca accggdagtt caaggeceag gteactatet ccgecgacaa gteeateage 660
accgectace tgcaatggag cagectgaag gecteggaca cegecatgta ttactgtgea 720
cgetoagtcg gecetatgea ctactgeese cgegecdnte tggteactet ctectogage 780
gageccaaat cticotgacaa aactcdcaca tetccacegt geccageace tgaactects 840
ggtggacegt cagtcttect cttcececca aaagecaagg acaccctcat gateteecegg 900

[0060] accectgagg teacatgegt ggtggtggac gtgagecary aagactetga ggtcaagtte 960
aactggtacg tggacggegt ggaggtgeat aatgecaaga caaagecgeg ggaggageag 1020
tacaacagea cgtacegtet gpteageete cteacegtee tgeaccagga ctggetgaat 1080
ggraaggakt dcaaglicaa ggtetocade aaagecctee cagoceecat cgagaaaace 1140
atetccaaag ccanagegcn goctegagaa ccadaggtet acacectgee cocateccgg 1200
gatgagctga ccaagaacca ggtcageotg acetgeetgy tecaaaggett ctatccaage 1260
gacatcgecg tegagtgegga gageaatgeg cageocggaga acaactacaa gaccacgeet 1320
cecegtgetegg actecgacgg ctecttette ctetacagea agetecacegt ggacaagage 1380
agptggeage aggggaacgt ctteteatge tecgtgatge atgaggctet gracaaccac 1440
tacacgeaga agagectete ootgtetoecg ggtaaa 1476
210> 38
LL1> 492
212> PRT
213> NLIpH
<2207
2237 CD3TRERIEAAEA
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[0061]

400> 38

Met Glu Ala Pro Ala Gln Leu

1
Asp

Leu

Val

Arg

65

A'r:g-

Ser

Asp

Gly

Val

145

Leu

Asu

Gly

Thr

Ser

Tyr

50
Leu

Phe

Leu

Asn

Gly

130

Gln

Arg

- Asn

Lle

Gln
210

Thr Gly

35

Ser
Leu
Ser
Glu
Pro
115
Gly
Leu
Leu
Trp
Asp
195

Val

20

Pro Gly

Tyr

Ile

Gly

Pro

100

Ser

Val

Ser

Val

180

Pro

Thr

5

Glu

Glu

Leu

Tyr

Ser

85

Glu

5 Thr

Gly

Glu

Cys
165

Arg

Tyt

Ile Val

Arg Ala

Ala Trp

Phe Ala

70

Gly Ser

Asp Phe

Phe Gly

Gly Gly

135

Ser Gly
150
Ala Ala

Gln Met

Tyr Gly

Lle Se

915

Let Phe

Leu Thr
25

Thr Leu

40

Lys Thr

Gly Thr

Ala Val

105

Gln Gly
120
Gly Ser

Gly Gly

Ser Gly

Pro Gly

185

Gly Thr
200

Asp Lys §

114

Leu
10

Gln

Ser

Gln

Leu

Asp

90

Tyr

The

Gly

Leu

Phe
170

Leu

sSer

Cys

Lys

Ala
5

Phe

Tyr

Lys

Gly

Val

155

Thr

s Gly

Tyr

~ Ile

Leu Leu

Pro Ala

Arg Thr
45

Pro Gly
650

Glu Gly

Thr Leu

Cys Gln

Val Glu
125

Gly Gly
140

Gln Pro

Phe Ser

Leu. Gla

Asn Arg

205

Ser Thr
220

Trp

Thr

30

Ser

G1ln

1le

Thr

His

110

1le

Ala

Gly

Gly

Trp

190

Lys

Leu
15

Leu S

Glu

Ala

Pro

Ile

His

Lys

Se]»

Gly

Tyr

175

Met

Phe

Tyr

Pro

Asn

Pro

Ala
80

Ser
Ser
Gly
Glu
Ser
160
Asn
Gly

Lys

Leu
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[0062]

Gln Trp Ser Ser

225

Arg

Val !

Pro

Pro

Thr

305

Asn

Arg

Val

Ser

Lys

385

Asp

Phe

Glu

Ser

Ser

Cys

Pro

290

Cys

Trp

Glu

Leu

Asn

370

Gly

Glu

Ty

Asn

Val

Ser

Pro

275

Lys

Val

Tyr

Glu

His

325

Lys

Gln

Leu

Pro

Asn

435

Gly

Ser

260

Ala

Pro

Val

Val

Gln /

340

Gln

Ala

Pro

Thr

Ser

420

Ty

Leu

Pro

245

Glu

Pro

Lys

Val

Asp

325

Tyt

Asp

Leu

Arg

Lys

405

Asp

Lys

Lys

230

Met

Pro

Glu

Asp

Asp

310

Gly

Asn

Trp

Pro

Glu

390

Asn

[le A

Thr

Ala

Asp

Lys

Leu

Thr

295

Val

Val

Ser

Leu

Ala

375

Pro

Gln

Thr

Ser Asp Thr

Ty

Ser

Leu G

280

Leu

Ser H

Glu

Thr

Asn G

360

Pro

Gln

Val

a Val

Pro

440

115

Trp

Ser
265

Met

Val

Tyr
345

Ile

Ser

Glu
425

Pro

Gly

250

Asp

Gly

Lle

5 Glu

Hisg
330

Arg

Glu

Tyr

Leu

410

Trp

Val

Ala

235

Arg

Lys

Pro

Ser

Asgp

315

Asn

Val

s Glu -’

Lys

Thr
395

Thr (

Glu

Leu

Met ]

Gly

Thr

Ser

Arg

300

Pro

Ala

Val

Tyr

Tht

380

Leu

Ser

Asp

Thr

Hig

Val

285

Thr

Glu

Lys

Ser

Lys

365

Ile

Pro

§ Leu

Asn

Ser
445

Tyt

Leu

Thr

270

Phe

Pro

Val

Tht

Val

350

Ser

Pro

Val

Gly

430

Asp

Cys

Val

Ser

Leu

Glu

Lys

Lys
335

Leu

s Lys

Lys

Ser

Lys

415

Gln

Gly

Ala

240

Thr

Pro

Phe

Val

Phe

320

Pro

Thr

Val

Ala

Arg

400

Gly

Pro

Ser
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Phe Phe Leu Tvr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
450 455 460
Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
465 470 475 480
Tyr Thr 6ln Lys Ser Leu Ser Leu Ser Pro Gly Lys
485 490

210> 39
211> 1476
212> DNA
213> AR5
<220 _ o
<223> CD3MERMLEEEN
<400> 39
atggaageac cagegeaget tetettecte ctgetactet ggeteccaga taccaceggt 60
gaaattgtgt tgacacagtc tccagecace ctgtetttgt ctecaggega aagagecace 120
cteteetgee saacangtoa aaatatttac agetacttag cetggtacca acagaagccet 180

[0063] ggeeaggete ctaggetect catetatttt geaaasacct ‘tageagaagg aattccagee 240
aggtteagty geagtupate cggpacagac tteactotea ceatcageag cotagageet 300
gaagattttg cagtttatta ctgtecaacat cattecgata atecgtggac attceggecaa 360
gggaccaagyg tggaaatcaa aggtggeggat ggcteggeeg gtggtggate tggaggaget 420
gegeggetageg aggtgeaget ggtegpagtet ggtggaggal tggtecagee tggagggtee 480
ctgagactct cetgtgeage etetggattc accttcagty getacaatat: gaactgggte 540
cgecagatge cegegaaagy cetegagtee atgegcaata ttgatectta ttatgetget 600
actacctaca accggaagtt caagggecag gteactatet cegedgacaa gtecatcage 660
accgectace tgeaatggag cagectgaag gecteggaca cegecatgta ttactgtgea 720
cgeteagteg geectatgga ctactgggae cgeggeacce tggteactst ctectegage 780
gageccaaat cttetgaecaa aacteacaca tgectaccgt geccagcace tgaactectg 840
gotgeacegt cagtettect ctteocccca aaacccaagg acacceteat gateteccgg 900
acccctgagg teacatgegt getggtagac gtgagecacg aagacectga ggtcaagttce 960
aactggtacg tggacggegt ggaggtgeat aatgecaaga caaagecgeg ggaggageag 1020
tacaacagea cgtaccgtgt ggteagegte cteacegtee tgcaceagga ctggetgaat 1080
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ggcaaggagt acaagtgcaa ggtetecaac: aaageectee cagoccccat ogagaaaace 1140
atctecaaag ccansagggca gococgagaa ccacaggliet acacoctgee ccecateccgg 1200
gatgagetga ccaagaacca ggteagecty acctgectge tcaaaggett ctatccaage 1260
gacatcgeecg tggagtegga gageaatgge cagecggaga acaactacaa gaccacgect 1320
cecgtgetge actcegacge cteettetto etctacagea agetcaccgt ggacaagage 1380
aggtggeage aggggaacgt cttetcatge tecgtgatge atgaggetet geacaaccae 1440
tacacgeaga agageetete cotigteteey getaaa 1476

[0064]

210> 40
<211> 492
<212> PRT
213> A LFH
@0y
223> (3T RMEAAED
400> 40
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu
1 5 10
Asp Thr Thr Gly Glu 1le Val Leu Thr Gln Ser
20 25
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys
Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys
50 55
Arg Leu Leu 1le Tyr Phe Ala Lys Thr Leu Ala
65 70 75
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
85 90
Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr
100 105
Asp Asn Pro Trp Thr Phe Gly Gln Gly Thr Lys
115 120

1

17

Leu Leu Trp

Ala Thr

30

Pro

Thr
45

Arg Ser

Pro Gly Gln

60

Glu Gly Ile

Thr Leu Thr

Glo His

110

Cys

Val Glu

125

Ile

Leu Pro
15

Leu Ser

Glu Asn

Ala Pro

Pro Ala
80

Ile Ser
95

His Ser

Lyvs Gly
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[0065]

Gly Gly Gly Ser

Val

145

Leu

Met

Asn

Gly

Arg

Val

Pro

Thr
305

Asn

Arg

Val

130

Gln

Arg

Asn

lle

Gln
210

Trp S

ser

Ser

Pro

290

Cys

Trp

Glu

Leu

Leu Val

Leu Ser

Trp Val
180

Asp Pro T

195

Val Thr

Yal Gly

Ser Sf"f'

260

Pro Cys Pro Ala

275

Lvs. Pro

Val Val

Tyr Val

Glu Cln
340

His Gln Asp

Gly

Glu

Cys
165

Arg

Ile S

Ser Leu

Pro

245

Glu

Pro

Lys

Val

Asp

325

Tyr

Gly
Ser
150

Ala

Gln

Lys

230

Met

Pro

Glu

Asp

Asp

310

Gly

Asn

Trp

Gly Gly Ser

135

Gly

Ala

Met

Gly

Ala

215

Ala

Asp

Lys

Leu

Thr

295

Val

Val

Ser

Lieu

Gly

Ser

Pro

Gly

200

Asp

Ser

Tyr

Ser

Lisy

280

Leu

Ser

Glu

Thr

Asn

Gly

Gly

Gly

185

Thr

Lys

Asp

Trp

Ser

265

Gly

Met

His

Val

Tyr
345

Gly

118

Gly

Leu

Phe

170

Lys

Thr

Ser

Thy

Gly

250

Gly

Ile

Glu

His

330

Arg

Lys

Gly

Val
155

Thr

Gly

Tyr

Ile

Ala

235

Arg

Lys

FPro

Ser

Asp

315

Asn

Val

Glu

Gly

140

Gln

Phie

Leu

Asn

Ser

220

Met

Gly

Thr

Ser

Arg

300

Pro

Ala L

Val §

Tyr

Gly Ala Ser

Pro

Ser G

Glu

Arve
205

Thr

Tyr

Thr

i Thr

Val

285

Thi

Glu

Gly

Trp

190

Lys

Ala

Tyr

Few ¥

270

Phe

Val L

s Thr

Val

350

Cys

Gly

rTyr

175

Met

Phe

Tyr

Cys

Leu

Glu

Glu
Ser
160

Asn

Gly

Lys

Leu

Ala

240

Thr

s Pro

Phe

Val

Phe
320

»Pro

Thr

Yal
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3bb 360 365
Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr lle Ser Lys Ala
370 3175 380
Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Lou Preo Pro Ser Arg
385 390 395 400
Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
405 410 415
Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly Glu Pro
420 425 430
Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
435 440 445
Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
450 455 460
Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
[0066] 465 470 475 480
Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
185 190
<210> 41
21l> 1476
<212> DNA
213> AL
220> o
<223> CD3TRrR R4 EEA
400> 41
atggaageae cagegeaget tetcttecte etgetactet ggeteccaga taccaceggt 60
gaaattgtgt tgacacagte tecagecace ctgtetitgt ctecaggega aagagecace 120
ctetectgee gaacaagtga anatgtttac agetacttag cotgetacca acagaaacct 180
ggocaggete ctaggetect catetatttt geaaaaacet tagcagaagg aattecaged 240
aggtteagte geagtggate cgggacagae tteactetea ccateageag cetagagect 300
gaagattttg cagtttatta ctgtcaacat cattccgata atccgtggac attceggecaa 360
gggaccangg tgganatcaa aggtggeget ggctcgggeg gtggtggate tggaggaggt 420
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gggectageg aggtgcaget gotggagtet getggageet ctgtecagee tggageptce 480
ctgagactet cctgtgeage ctetggatte acctteagty getacaatat gaactgggte 540
cgecagatge cogggaaagyg cotggagteg atggecaata ttgatectta tratggtggt 600
actacctaca accggaagtt caagggecag. gtecactatet ccgecgacaa gtecateage 660
accgectace tgcaatggag cagectgaag geeteggaca cegecatgta ttactgtgea 720
cgeteagteg gecetatgga ctactgggge cgeggeaeee tggteactgt ctectegage 780
gagcccaaat cttetgacaa aactcacaca tcfccacegt geccageace tgaactectg 340
ggtggacegt cagtettect ctteccceea agaceeaagy acacceteat gatetecegg 900
accectgagg teacatgegt ggtegtgrac gtgagecacg aagaccetga ggtecaagtte 960
aactggtacg tggacggest graggtgeat autgucaaga caaageegeg ggaggageag 1020
tacaacagea cgtaccgtgt ggteagegte cteaccgtee tgeaccagga ctggetgaat 1080
pgeaaggagt acaagtgeaa ggteteceaac aaageccotee cageccecat cgagaaaace 1140
atctccaaag ccadagggea gecocgagaa ccacaggtgt acaccetgee cecatcecgg 1200
gatgagetga ccaagaacca ggteagectg acctgectgeg teaaaggett ctatccaage 1260

[0067] gacatcgeeyg tggagtegea gagcaatege cdgecgenga acaactacaa gaccacgeet 1320
cecgtgetge actecgacgg ctecttetie ctetacagea ageteacegt ggacaagage. 1380
aggtggeage aggggaacgt ctteteatge tocgtgatge atgaggetet geacaaccae 1440
tacacgcaga agagectete cetgtetoeg ggtaaa 1476
<210> 42
211> 492
<212> PRT
213> A3
<220
223> CO3THrRILASEEE
400> 42

Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro

1

5

10

15

Asp Thr Thr Gly Glu Tle Val Leu Thr Gln Ser Pro Ala Thr Leu Ser
25

20

30

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser Glu Asn

120
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Val

Arg

65

Arg

Ser

Asp

Gly

Val
145

Leu

Met

Gly

Gln

225

Arg

Val

Tyr S

50

Leu

Phe

Leu

Asn

Gly

130

Glu

Arg

Asn

- Lle

Gln

210

Trp

Ser

Ser

Leu

- Ty

Ile

Ser Gly

Glu

Pro

115

Gly

Leu

Leu

Trp

Asp

195

Val

Ser

Val

Ser

Pro
100

Trp

Ser

Val

Ser

Val
180

Pro -

Thr

Ser

Gly

Ser
260

Leu

Tyr

Ser

85

Glu

The

Gly

Glu

Cys

165

Arg

l.eu

Pro
245

Glu

Ala

Phe

70

Gly

Asp

Phe G

Gly

Ser

150

Al&

Gln

= Tyr

e Ser

lLys
230

Met

Pro

Trp

39

Ala

Ser

Phe

Gly

135

Gly

Ala

Met

Gly

Ala

215

Ala

Asp

Lys

Tyr

Lys

Gly

Ala

Gla

120

Gly

Gly

Ser

Pro

Gly

200

Asp

Ser A

Tyr

Ser

Gln

Thr

Thr

Val

105

Gly

Sér

Gly
185

Thr

Trp

Gln.

Leu

Asp
90

Tyr

Thr

Gly

Ser

Phe
170

Lys

Thr

y Thr

Gly
250

Lys

Ala

75

Phe

Tyr

Lys

Val

155

Thr

Gly

Tyr

Ile

Ala
235

Arg

Ser Asp Lys

265

121

Pro
60

Glu

Thr

Cys G

Val

v Gly

140

Gln

Phe

Leu

Asti

Ser

220

Met

Gly

Gly

Leu

Glu

125

Gly

Pro

Ser

Glu

Arg
205

Thr

Tyr

¢ Thr

Hig

Gln

Ile

Thr

His

110

Ile

Ala

Gly

Gly

Trp

190

Lys

Ala’

Tyr

Leu

Thr 5

270

Ala

Pro

tle

His

Lys

Ser

Gly

Tye

175

Met

Phe

Iyr

Cys

Val
255

Pro

Ala
80
Ser

Ser

Gly

Glu

Ser

160

Asn

Gly

Lys

Leu

Ala

240

Thr

Pro
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Pro Cys Pro Ala Pro

Pro

Thr

305

Asn T

Arg

Val

Ser

Lys
385

Asp

Phe

Glu

Phe

Gly

465

Tyr

Pro
290

Cys

Glu

Leu

Asn
370

Gly

Glu

Asn

Phe
450

Asn

Thr

275

Lys

Val

y Tyr

Glu
Hig

355

Lys

Gln

Leu

-~ Pro

Asn

435

Leu

Val

Gln

Pro Lys

Val Val

Val Asgp
325

Gln Tyr
340

Gln Asp

Ala Leu

Pro Arg

Thr Lys

405

Ser Asp
420

Tyr Lys

Tyr Ser

Phe Ser

Lys Ser

485

Glu

Asp

Asp

310

Glv

Asn

Trp

Pro

Glu

390

Asn

Ile

Thr

Lys

Cys

470

Leu

Leu

Thr

295

Val

Val

Ser

Leu

Ala

375

Pro

Gln

Ala

Thr

Leu
455

Ser

Ser

Leu Gly Gly

280

Leu

Ser

Glu

Thr

Asn

360

Pro

Gln

Val

Val

Pro

440

Thr

Val

Leu

122

Met

His

Val

Tyr
345

Gly

Lle

Val

Ser

Glu |
425

Pro

Val

Met

Ser

Ile

Glu

Hisg

330

Lys

Glu

Tyt

Leu

410

Val

Asp

His

Pro
490

Pre

Ser

Agp

315

Asn

Val

Glua

Lys

Thr

395

Thr

Glu

Leu

Lys

Glu

475

Gly

Ser

Arg

300

Pro

Ala

Val

Tyr

Thr

380

Leu

Cys

Val
285

Thr

Glu

Lys

Ser

Lys

365

Lle

Pro

Leu

Ser Asn

Asp

Ser
445

Ser Arg

460

Ala

Lys

Leu

Phe Leu

Pro Glu

Val Lys

Thr Lys

335

Val Leu
350

Cys Lys

Ser Lys

Pro Ser

Val Lys

415

Gly Gln

430

Asp Gly

Trp Gln

His Asn

Phe

Val

Phe

320

Pro

Thr

Val

Ala

Arg

400

Gly

Pro

Ser

Gln

His
480
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<2102 43
Q11> 1476
212> DNA
Q13> A LS
240> _
223> CD3ThrmiEEE 6 &G
<400> 43
atggaageac cagegeaget tetctteoete ctgetactet ggoteccaga taccaceggt 60
gaaattgtgt tgacacagtc tecagecace etgtetilgt ctecaggega aagagecace 120
ctetectgce gaacaagtga aaatgtttac agetacttag cetggtacca acagaaacct 180
ggccaggete ctaggeteet catctatttt geaaaamacet tagecagaagp aattecagec 24()
aggtteagtyg gcagtggate cgggacagac tteactetca ccateageag cctagagect 300
gaagattitg cagtttatta ctgtecaacat catteegata atcegtggac atteggecaa 360
gggaccaagy tggaaatcaa aggtggeggt ggetegggeg gtegtapate tegaggaggt 420
geggetages aggtgeaget ggtggagtet ggtggagget ctgtecagee tggagggtee 480
ctgagactct cetgtgeage ¢tetggattc acctteagty getacaatat gaactggpte 540

[0070] cgccagatge ccgggaadgg cotggagltege atggecadata ttgatcetta ttatggtegt 600
actacotaca accggaagtt caagggtcag gtéactatet cogeegacaa. gtecatcage 660
accgectace tgceaatggag cagectgaag gecteggaca cegecatgta ttactgteca 720
¢geteagteg geeetatgea ctactggege cgeggedcee tggteactgt ctectegage 780
gageccaaat cttetgacaa aacteacaca tgcccacogt geccageace tgaacteety 840
ggtggacegt cagtettect ctteceteed aaactcansgs acacecteat gatetecegs 900
accectgagg teacatgeet ggtuatgeae glgagceane aagaceutga ggtcaagtte 960
aactggtacg tggacggegt ppaggtgcat aatgecasga caaageeges geaggageag 1020
tacaacagea cgtaccgtgt ggteagegte cteaccgtee tgeaccagga ctggetgaat 1080
ggcaaggagt acaagtgeaa ggtcteraad -aaageectee cageececeat ¢gagaaaace 1140
atetocaaag ccaaagggea gocvegagaa ceacaggtet acaccetgee ceeatecegy 1200
gatgagetga ccaagaacca ggteageetg acctgectgy tcaaaggett ctatccaage 1260
gacategeeg tgpagtggea gageaatggg cagecggaga acaactacaa gaccacgeet 1320
ceegtecteg actecgacgg ctecttette ctitacagea agetcacegt gmacaagage 1380
aggtggcage aggggaacgt ¢ttetecatge tecgtgatge atgaggetet geacaaceac 1440
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[0071]

tacacgeaga agageeletc cotgtotecy getaaa

210»
CIRE
£212>
<213

220>

223>

<4007

1

Asp

Leu

Val

Arg

65

Arg

Ser

Asp

Gy

Val

145

Leu

44
492
PRT

ANLF

2l

COITHr R4S
44

9

Thr Thr Gly Glu

20

Ser Pro Gly

35

Tyr Ser Tvr

50

Leu

Phe

Leu

Asn

Gly

130

Gln

Arg

Leu

Glu

Pro

115

Gly

Leu

Leu

Ile "

* Gly

Pro

100

Trp

Ser

Val

Ser

Glu

Leu

Tyr

Ser
85

Glu

Thr

Gly

Glu

Cys
165

&l

Ile

Arg

Ala

Phe

70

Gly

Phie

Gly

Ser

150

Ala

Met Glu Ala Pro Ala Gln Leu

Val

Ala

Trp

55

Ala

Ser

p Phe

Gly

Gly

Leu Phe

Leu Thr

The Leu
40

Tyr Gln

Lys Thr

Gly Thr

Ala Val
105

Gln Gly
120

Gly Ser

135

Gly

Ala

CGly 6Ty

Ser Gly

124

Leu

10

Gln

Ser

Glo

Leu

Asp

90

Ty

Thr

Gly

Ser

Phe
170

Ser
Cys
Lys
Ala
5

Phe
Tyr
Lys
Gly
Val
155

Thr

Leu

Pro

Arg

Pro

60

Glo

Thy

Cys

Val

Gly

140

Gln

Leu Trp

Ala Thr
30

Thy Ser
45

Gly Glo

Gly Ile

Leu Thr

Gln His
110

Glu Ile
125

G+ly Ala

Pro Gly

Phe Set

Leu Pio
15

Leu Ser

Glu Asn

Ala Pro

Pro Ala

80

lle Ser

His Ser

Lys Gly

Ser Glu

Gly Ser

160

Tyr Asn
175

1476
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[0072]

Asn

Gln
225

Arg

Val !

Pro

Pro

Thr
305

Asn

Arg

Val

Ser

Lys
385

Ile

y Gln

210

Trp

Ser

Ser:

Cys

Pro

290

Cys

Trp

Glu

Leu

Asn

370

Gly

Asp
195

Val

Ser

Val

Ser

Pro

275

Lys

Val

Tyr

Glu

His

3ab

Lys

Gln

180

Pro

Thr

Ser

Gly

Ser

260

Ala

Pro

Val

Val

Gln

340

Gln

Ala

Pro

Arg

Tyr

tle

Leu

Pro

245

Glu

Pro

Lys

Val

Asp

325

Tyt

Asp

Leu

Arg

Gln Met

Tyr Gly

Ser Ala
215

Lys Ala
230

Met Asp ’

Pro Lys

Glu Leu

Asp: Thr
295

Asp: Val
310

Gly Val

Pro Gly Lys (

Gly

200

Ser

Tyr

Ser

Leu G

280

Leu

Ser H

Glu

Asn Ser Thr

Trp Leu A

Glu Pro Gln Val

390

125

185

Thr

Lys

Asp

Trp

Ser
265

Met

Val

Thr 1

Ser

Thr

Gly

250

Gly

Lle

5 Glu

Hig
330

r Arg

s Glu

Tyr

Iyr

Ile

Ala

235

Arg

Lys

Pro

Ser

Asp

315

Asn

Val

s Glu ”

Lys

Thr
395

Leu

Asnt

Ser

220

Met

Gly

Thr H

Ser

Arg

300

Pro

Ala

Val

Tyr

Thr

380

Leu

Glu

Arg

205

Thr

Tyr

Thr

Val

285

Thr

Glu

Lys

Ser

Lys

365

Ile

Pra

Trp Met

190

Lys Phe

Ala Tyr

Tyr Cys

Leu Val

s Thr Cys

270

Pro Glu

Val Lys

Thr Lys
335

Val Leu

350

Cys Lys

Ser Lys

Pro Ser

Gly

Lys

Leu

Ala

240

Thr

Pro

Phe

Val

Phe

320

Pro

Thr

Val

Ala

Arg
400
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Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
405 410 415
Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
420 425 430
Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
435 440 445
Phe Phe Leu Tyr Ser Lys Len Thr Val Asp Lys Ser Arg Trp Gln Gln
450 455 180
Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
465 470 475 480
Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
485 490
210> 45
211> 1482
212> DM
0y
<223> CDOTHRERMLESED
<400> 45
atggaageee cagetcaget teteticcte ¢tgetactet ggeteccaga taccaccgga 60
gaaattgtgl tgacacagte tccagcocace ctgtetttgt ctecaggega aagagcoccace 120
ctetectgee gageaagtea aagtgtttac agetacttag cetggtacca acagaaacct 186
ggdcaggete ctaggeteet catetatttt gehaaaacet tageagaagg aattecages 240
aggtteagty geagtggate cegggacagac tteaptetca ceateageag «cetagageet 300
gaagattite cagtttatta ¢tgteaacat catteogata atcecgtggae atteggecan 360
gggaccaagg tggaaatcaa aggtggeggt ggctegegey gtggtggate tggaggaggt 420
gggaccggtyg aggtgcaget getgeagtet ggageagagg Tgaaadagee cggagagtet 480
ctgaagattt cetgtaager ateeggttac tcoattcacte getacaatat gadctgggty 540
cgecagatge cogggaadgg cotegagtge atgegeaata ttgatectta ttatggtegt 600
actacctaca accggadgtt caagggecag gteactatet ccgeegacaa gtecateage 660
accgcectace tgeaatggag cagectgaag geeteggaca cegecatgta ttactgtgea 120
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cgetecagteg geectatgga ctactgggge cgeggeacce tggteactgt ctectetgat 780
caggagccca aatcttetga caaaactcac acatoteeae cgtgeccage acctgaactc 840
ctgggtggac cgteagtelt eotettecee ¢caaaaccoa aggacaccct catgatctec 900
cggacccetyg aggteacatg cgtgetggty gacgtgagee acgaagacce tgaggtcaag 960
ttecaactggt acgtgpacgg cgteggaggty cataatgeca agacagaget gegggaggag IQZO
cagtacaaca geacgtaccg tgtggteage gtectecaceg teetgeaccea ggactggetg 1080
aatggeaagg agtacaagtg caaggtetcee aacaaageee teccageere categagaaa 1140
accatcteea aagecaaagg geageccoga gaaccacage tgtacaccet gecceocatee 1200
cgggatgage tgaccaagaa ccaggteage ctgacctgee tggtcasage cttetateca 1260
agegacateg ccgtgpagty gmagagcaat gggeageegg agaacaacta caagaccacg 1320
cctecegtge tggactcega cggeteette ttectetaca geaagetcac cgtggacaag 1380
agcaggtgge agcaggggaa cgtettetea tgetecgtga tgecatgagge tectgeacaac 1440
cactacacge agaagagecet ctecetgtet cogeggtaaat ga 1482

[0074] <210> 46
@ll> 493
212> PRI
213> ATF7
Q20>
223> (D3ThrRMEaEl
<400> 46
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro
1 5} 10 15
Asp Thr Thr Gly Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

20 25 30
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser
35 40 45
Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
50 5b. 60
Arg Leu Leu Ile Thr Leu Ala Glu Gly Ile Pro Ala

Tyr Phe Ala Lys
70

65 75 80
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[0075]

Arg

Ser

Asp

Gly

Val

145

Leu

Met

Asn

Phe

Leu

Asn

Gly

130

Gln

Lys

Asn

Ile

1y Gln

Gln

225

Arg

Val

Pro

Phe

Val

210

Trp

Ser

Pro

Pro
290

Thr

Ser Gly

6Glu Pro

100

Pro Trp
115

Gly

ke

er

Leu Val

Tle Ser

Trp Val

180

Asp Pro
195

Val Thr

Ser Ser

Val Gly

260

Cys Pro
275

Pro Lys

Cys Val

Ser

85

Glu

Thr

Gly

Gln

Cys

165

Arg

Tyr 1

Ile 8

Leu

Pro

245

Gln

Ala

Pro

Val

Gly Ser Gly Thr

Asp

Phe

Gly

]

Ser

150

Lys

Gln

Lys

230

Met

Glu

Pro

Lys

Val

Phe

Gly

Gly

135

Gly

Gly

Met

~Gly

“Ala

215

Ala

Asp

Pro

Glu

Asp

295

Asp

Ala

Gln

120

Gly

Ala

Ser

Pro

Gly

200

Asp

Ser 2

Tyr

Lys

Leu

280

Thr

Val

Yal

105

Gly

Ser

Glu

Gly

Gly

185

Thr

Trp

Ser

265

Leu

Leu

Ser

128

Asp

90

Tyr

Thr

Gly

Val

Tyr

170

Lys

Thr

Thr

Gly
250

Ser

Gly

Met

Hi S

Phe Thr

Tyr Cys

Lyvs Val

Gly Gly

140

Lys Lys

155

Ser’ Phe

Gly Leu

Tyr Asn

Ile Ser
220

Ala Met T

235

Arg Gly

Asp Lys

Gly Pro

Leu

Gln

Glu

125

Gly

Pto

Thr

Glu

Arg

205

Thr

Tyr

Thi

Thr

285

lle Ser Arg

300

Glu Asp

Pro

Thr

His

110

Ile

Thr

Gly

Gly

Trp

190

Lys

Ala

Tyr

Leu

His

270

Val

Thr

Glu

Ile S

95

His

Lys

Gly

Glu

Tyr

175

Met

Ser

Gly

Glu

Ser

160

Asn

Gl v

Phe lys

Tyr 1

Yal

255

Thr

Phe

Pro

Val

Ala

240

Thr

Ser

Leu

Glu

Lys
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[0076]

305

310

Phe Asn Trp Tyr Val Asp
325

Pro Arg

Thr Val

Val Ser

370

Ala Lys

385

Arg Asp

Gly Phe

Pro Glu

Ser Phe
450

Gln Gly
465

His Tyr

<210>
211
212>
213>

<220
223>

400>

aagettgecg ccatggaage cecagegtag cttctettee tectgetact ctggetocea

Glu Glu G
310

Leu His G
354

Asn Lys A

Gly Gln Pro Arg 6

In Tyr

1o Asp

Ia Leu

390

Glu Leu Thr Lys
405

Tyr Pro S
420

er Asp

Asti Asn Tyr Lys

435

Phe Leu Tyr Ser:

Asn Val Phe Ser

470

Thr Gln Lys Ser
485

47
1500

DNA
ANLFP3

CD3THRE ik
47

Gly

Asn

Tep

Pro

375

Asn

Ile

Thr

Lys
455

Cys

Leu

SitiEl

Val

Ser

Leu

360

Ala

Pro

Gin

Ala

Thr

440

Leu

Ser

Ser

Glu

Thr

15

Asn

Pro

Gln

Val

Thr

Val

Lau

129

Val

330

Tyr

ey i

Ile

Val

Ser

410

Glu

). Pro

Val

Met

Ser
490

315

His

Arg

Lys

Glu

Tyr
395

Leu

Trp G

Val

Asp

Hig

475

Pro

Asn

Yal

Glu

Lys
380

Thr

Thr

leu

Lys

160

Gla

Gly

Ala

Val

Tyr

365

Thr

L.ew

Ser

Asp §
445

Ser

Ala

Lys

Lys

Ser
350

Ile

Fro

s Leu

Asn

430

Arg

Leu

The
335

Val

s Lys

Ser

Pro

Val
415

Gly

- Asp

Trp

His

320

Lys

Leu

Lys

Lys

Ser

400

LY'S

Gln

Gly

Gln

Asn
480

60
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gataccaccg gagaaattgt gttgacacag tetecageca cectgtettt gtetecagge 120
gagagageea ccctetecty cogageaagt gaaaatgttt acagetactt agectgstac 180
c¢aacagdaade c¢tegecagge teetaggete cteatetatt ttocaanade ctlageagaa 240
pgaattecag ccaggtteag tggeagtgga tecgggacag actteactet caccatcage 300
agectagage ctgaagattt tgeagtttat tactgteaac atcattecga taatccgtgg 360
acatteggee aagggaccaa ggtggaaate aaaggtggey gegreteggyg cggtggligega 420
tetogagean gtgggaceae tgagetaeag clggtecagt ctggascapa getoananag 480
ceceggagagt ctcetgaagat ttectgtaag ggatceggtt acteattcac tggetacaat 540
atgaactggeg tgcgecagat geccgggaaa ggectegagt ggatgggeaa tattgatect 600
tattatggte gtactaccta caaccggaag ttcaagggeo aggteactat ctecegoegac 660
aagtceatca geacegecta cctgeaatgg ageageetga aggectegga caccgeeatg 720
tattactgtyg cacgetecagt cggeecttte gactactggr gecagggcac cotggtceact 780
gteteetetg atcaggagee cadaatettel gacanaacte acacatetee accgtgeeca 840
geacctgaac teetgggtge accgteagte ttectettee cecraaaace caaggacace 900

[0077] cteatgatet cceggaccee tgaggteaca tgegtggtes tggacgtpag ccacgaagac 960
cctgaggtca agttcaactyg gtacgtegae ggegtggage tgcataatge caagacaaag 1020
ccgegggags agcagtacaa cagcacgtac cgtgtgstea gegtectcae cgtectgeae 1080
caggactgge tgaatggcaa ggagtacaag tgcaaggtet ccaacaaage ccoteecagec 1140
cecategaga aaaccatcte canagecaaa gggeageece gagaaccaca ggtgtacace 1200
ctgeeceeat cecgggatga getgaccaag aaccaggtea geetgacetg cetggtcaaa 1260
ggettetate caagegacat cgecgtegag tgmgagagea atgggeagee ggagaacaac 1320
tacaagaceca cgectecegt getggactee gacggeteet tetteeteta cageaagete 1380
accgtggaca agageaggtyg geageaggge aacgtettet catgeteegt gatgeatgag 1440
getetgeaca accactacac geagaagage ctetcectgt ctocggetaa atgatctaga 1500
210> 48
211> 493
<212> PRT
213> ANTIFH
2202
223> D3V RMES A EE

130
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[0078]

<400> 48

Met Glu Ala Pro

1

Asp

Leu

Val

Arg

65

Arg

Asp

Gly

Val
145

Leu

Met

Asn

Gly

Thr

Ser

Tyr
50

Leu

Phe S

Thr

Pro

35

Ser

Leu

Leu Glu

Asn

Gly

130

Gln

Lys

Asn

Ile

Gln
210

Pro
115

Gly

Leu

Ile

Trp

Asp

195

Val

Gly
20

Gly

Ty

Tle

Gly

Pro

100

Trp

Ser

Val

Ser

Val

180

Pro

Thr

Ala
5

Glu

Glu

Leu

Tyr

Ser

85

Glu

Thr

Gly

Gln

Cys L
165

Arg

Tyr

Gln

Ile

Arg

Ala

Phe

70

Gly

Asp

Phe G

Gly €

Ser
150

Gln

Tyr

> Ser

Letu

Val

Ala

Ser

Phe

s Gly

Mot

Gly

Let

Leu

Thr

40

Tyx

Lys

Gly

Ala

Gln
120

&
&

Ala

Ser

Pro

Gly
200

Phe

Thr

25

Leu

Gln

Thy

Thr

Val
105

Gly

Glu

Gly I

185

Thr

Ala Asp Lys

215

131

Leu

10

Gln

Ser

Gln

Leu

Asp

90

Tyt

Thr

Gly

Val .

Tyr
170

Lys

Thr T

Ser

L el

Ser

Cys

Lys

Ala

15

Phe

Tyr

Lys

Gly

Lys
155

Ser

Gly

Iyr

Ile

Liets

Pro

Arg

Pro

60

Thr

Cys

Val

Gly

140

Phe

Leu

Asn

Ser
220

Leu

Ala

Ala

45

Gly

Gly

Leu

Gln

Glu
125

¢ Pro

Thr

Glu

Arg
205

Thr

Trp

Thr

30

Ser

Gln

Tle

Thr

His

110

Lle

Thr G

Gly

Gly

Trp M

190

Ala

Leu

15

Leu

Glu

Ala

Pro

Ile

95

His

Glu

Tyr
175

Pro

Ser

Asn

Pro

Ala

80

Ser

Ser

Lys Gly

Glu

Ser
160

Asn

- Gly

e Lys

Leu
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[0079]

Gln Trp Ser Ser

225

Arg

Val

Pro

Bhe

Val
305

Phe

Pro

Thr

Val

Ala

385

Arg

Gly

Ser

Ser

Pro

Pro Pro

290

Thr

Asn 1

Arg

Val

Val

Ser

Cys

275

Cys

Glu

Leu
355

Ser Asn

370

Lys

Asp

Phe

Gly

Glu

Tyr

Pro Glu Asn

435

Gly .

Asp
260
Pro

Lys

Val

Glu
340

His

Gln

Leu

Pro
420

Asn

Leu

Pre

245

Gln

Ala

Pro

Val

= Val

325

Gln

Gln

s Ala

Pro

Thr

405

Ser

Tyr

Lys Ala Ser Asp Thr Ala Met

230

Phe

Glu

Pro

Lys

Val

310

Asp

Tyt

Asp

Leu

Arg

390

Lys

Asp

Lys

Agp

Pre

Glua

Agp

295

Agp

Gly

Asgn

Trp

Pro

375

Glu

Agn

Tyr

Lys

Leu

280

Thr

Val

Val

Ser

Leu

360

Ala

Pro

Gln

Trp

Ser

265

Leu

Leu

Ser

Glua

Thr

345

Asn

Pro

Gln

Val

Ile Ala Val

Thr

425

Gly
250

235

Gin

Ser Asp

Glv

Met

Hisg

Val
330

Gly

Lle

Glua

315

Hig

Tyr Arg

Glv

Ile

Val

Ser
410

Glu

Thr Pro Pro

440

132

Lys

Glu

Tyr

395

Leu

Trp

Val

Glv

Lys

Pro

Ser

300

Asp

Asn

Val

Glu

Lys

380

Thr

Thr

Glu

Leu

Tyr

Thr

Thr

Ser

285

Arg

Pro

Ala

Val

Tyr

365

Thr

Leu

Cys

Ser

Asp

445

Tyr

Leu

His

270

Val

Thr

Glu

Ser

350

Lys

Ile

Pro

Leu

Asn
430

Cys

Val
255

Thr

Bhe

Pro

Val

Thr

335

Val

Cys

Ser

Pro

Val
415

Gly

Ala

240

Thr

Ser

Leu

Glu

Lys

320

Leu

Lys

Lys

Ser

400

Lys

Gln

Ser Asp Gly
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Ser Phe Phe Leu Tyr Ser- Lys Leu Thr Val Asp Lvs Ser Arg Trp Gln
450 455 460
Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
465 470 475 480
His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
485 490

<210 49
<400> 49
000
<2105 50
<400> 50
000
210> 51
211> 1381
212> DNA
213> AT
Q20>
<223y CD3THERMEAEN

[0080] 400> 51 )
aagettgeeg ccatggaage cceagegeag cttetettee tectgetact ctggetcecea 60
gataccaccg gagaaattgt gttgacacag tctccageca coctgtettt gtetecagge 120
gaaagageea ccctetectg cogageaagt gaaaatgttt acagetactt agectggtae 180
caacagaaac ctggeeagge teetaggete cteatctatt ttgeaamaaac cttageagaa 240
ggaattccag ccaggtteag tggeagtega teegggacag actteactet caccatcage 300
agcectagage ctgaagattt tgeagtttat tactgtcaac atcattecga taatcegtgg 360
acattcggee aagggaccaa ggtggaaate aaaggiggeg grggcteggg cggtggtgaa 420
tetggaggag gtgggacegg tgagatgeag ctggtgeagt ctggageaga ggtgaaaaag 480
ceeggagagt ctétgaagat ttectgtaag ggatccggtt acteattcac tggetacaat 540
atgaactggg tgegecagat goecgggaaa ggoetegagt ggatggegcaa tattgatect 600
tattatggty gtactaccta caaccggaag ttcaagggee aggtcactat ¢teegecgace 660
aagtccatea geaccgecta cetgeaatgg ageagectga aggectegga caccgeeatg 720
tattactgtyg cacgetcagt cggceottte gactectggg gecagggeae cetggteact 780
gtetectetg atcaggagee caaatcttct gacaaaactce acacatetece accgtgecca 840
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gecacctgaac toctgegteg acegteagte ttectettec cocoaagace caaggacace 900
ctcatgatet cecggaceee tgaggteaca tgegtgeteog topacgtgas ccacgaagac 960
cetgaggtea agttcaactg gtacgtggae ggegtggagg tgcataatge caagacaaag 1020
ccgegggagg ageagtacaa cageacgtac cgtgtgetea gegtectcace cgtectgcac 1089
caggactgge tgaatggcaa gegagtacaay tgcdagetet craacaaage coteccagee 1140
cceateogaga aaaccatete caaagecaaa gggcageces gagaaceaca ggtgtacace 1200
ctgeccecat ceegggatga getgaccaag aaccagetea gectgacetg cotggteasa 1260
gegctictate caagegacat cgecegtgpag tgggagagea atgggeagee ggagaacaac 1320
tacaagacca cgectecegt getggactee gacggetect tetteeteta cageaagete 1380
a 1381
210> 54
<211» 483
212> PRT
213y ANLFF)
220>
993%  CDTISF LA
400> 52
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro
1 3 10 15
Asp Thr Thr Gly Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

20 25 30
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Asn
35 40 45
Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
50 55 60
Arg Leu Leu Ile Tyr Phe Ala Lys Thr Leu Ala Glu 6ly Ile Pro Ala
65 70 75 80
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
85 90 95
Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln His His Ser

134
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[0082]

Asp Asn Pro

Gly

Val

145

Leu

Met

Asn

Gly

Gln
225

Arg 5

Val

Pro

Phe

Val

305

Phe

Gly

130

Gln

Lys

Asn

Ile

Gln.

210

Trp

Pro

Pro

290

Thr

Asn

115

Gly

Leu

Tle 8

Trp
Asp
195

Val

Ser

Val G

Ser

Cys

275

Pra

Cys

Trp

100

Trp

Ser

Val

Ser

Val
180

Pro

Thr

Ser

Asp

260

Pro

Lys

Val

1}71"

Thr

Gly

Gln

Cys

165

Arg

Tyr

Ile

Leu

v Pro

245

Gln

Ala

Pra

Val

Val
322

Phe

Gly

Ser

150

Lys

Gln

Tyr

Ser

Lys
230

Phe

Glu

Pro

Lys

Val

310

Asp

Gly

Gly

135

Gly

Gly

Met

Gly

Ala

215

Ala

Asp

Bro

Glu

Asp
295

Asp

Gly

Gln

120

Gly

Ala

Ser

Pro

Gly

200

Asp

Ser

Ser

Lys

Leu

280

Thr

Val

Val

105

Gly

Glu

Gly

Gly

185

Thr

Lys

Asp

Trp

Ser
265

Leu

Len

Ser

Glu

135

Thr

Val

Tyr

170

Thr

Ser

Thr

Gly

250

Ser

Gly

Met

His

Val
330

Lvs

Gly

Lys

155

Ser

s Gly

Tyr

Ile

Ala
235

(xln

Asp

Gly

Ile

Glu
315

His

Val Glu
125

Gly Gly
140

Lys Pro

Phe Thr

Leu Glu

Asn Arg
205

Ser Thy
220

Met Tyr

Gly Thr

Lys Thr

Pro Ser
285

Ser Arg
300

Asp Pro

Asn Ala

110

Ile

Thr

Trp

190

Lys

Ala

Tyr

Leu

His

270

Val

Thr

Glu

Lys

Lys

Gly

v Glu

Tyr

175

Met

Phe

Tyr

Cys

Val
255

Thr

Phe

Pro

Val

Thr
335

Gly

Glu

Ser

160

Asn

Gly

Lys

Leu

Ala

240

Thr

Ser

Leu

Glu

Lys

320

Lys
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[0083]

Pro

Thr

Val

Ala

385

Arg

Gly

Pro

Ser

Gln

465

His

Arg Glu Glu
340

Val Leu His
355

Ser Asn Lys
370

Lys Gly Gln Pro

Asp Glu Leu

Phe Tyr Pro
420

Glu Asn Asn
435

Phe Phe Leu
450

Gly Asn Val

Tyt Thr Gln

<210> 53
<400> 53

000

210> 54
<400> 54

000

<210> 55
400> 55

000

<210> 56

Gln

Gln

Ala

Thr
405

Tyr

Tyr

Phe

Lys

485

Tyr |

Asp -

Leu

Arg
390

Lys

Lys

Ser

Ser: C

470

Ser

Pro

375

Glu

Asn

11le

Thr

Lys

455

Leu

Ser Thr Tyr Arg

Leu

360

Ala

Pro

Gln

Ala

Thr

440

Leu

Ser

345

Asn

Pro

Gln

Val

Val

425

Pro

Thr

» Val

Leu

136

Gly
Ile
Val
Ser
410
Glu
Pro
Val

Met

Ser
490

Lys

Glu

Tyr

395

Leu

Trp

Val

Asp

His
475

Val

Glu T

Lys
380

Thr:

Thr

Glu

Let

Lys
460

Glu

Val Ser
350

Tvr Lys
365

Thr Tle

Leu Pro

Cys Leu

Ser’ Asn
430

Asp Ser
445

Ser Arg

Ala Leu

Pro Gly Lys

Val Leu

Cys Lys

Ser Lys

Pro Ser

400

Val Lys

415

Gly Gln

Asp Gly

Trp Gln

His Asn
480
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[0084]

<4007
000

210>

<400>

000

210>
400>
000

210>

<400>

000

<2105
<400>
000

<2102

211>

<2l2z

(213>

<2205
223>

<400>

Arg Ala Ser Glu Asn Val Tyr Ser Tyr
1 5

<210
211>
<212%
213>

(220>
(223>

<400>

Arg Thr Ser Glu
1

£210>
€2112
212>
{213

57
57

58
28

59
59

60
60

61

11
PRT
N TP

CDR
61

5

62
11
PRT

PN 2]

CDR
62

5

63

5
PRT

NTFER

137

Leu Ala
10

Asn Val Tyr Ser Tyr Leu Ala
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[0085]

(220>
223> CDR

<400> 63

Gly Tyr Asn Met Asn
1 5

2105 64
a1 7
212> PRT
213> ANTJFF

<220>
<223> CDR

<400> 64
Phe Ala Lys Thr Leu Ala Glu
1 5

210> 65
211> 17
212> PRT ,
213> AT 3

220>
223> CIR

<A00> 65

Asn Ile Asp Pro Tyr Tyr Gly Gly Thr

1 5

Gly

$210> 66
211> 9
<212> PRI
213> AL

220>
223> CDR

<400> 66

10

Gln His His Ser Asp Asn Pro Trp Thr

1 5

210> 67
Q211> 7

138

Thr Tyr Asn Arg Lys Phe Lys
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[0086]

212> PRT
Q213> ALFEY

2z0>
<223> CDR

400> 67

Ser Val Gly Pro Phe Asp Tyr
1 5

210> 68
211> 7

<212> PRT
213> AT

<2205
€923> (DR

400> 68

Ser Val Gly Pro Phe Asp Ser
1 5

210> 69
1> 7

212> PRT
213> ANL%)

920>
223> CDR
<4005 69

Ser Val Gly Pro Met Asp Tyr
! 5

210> 70
100> 70
000

210> 71
400> 71
000

210> 72
400> 72
000
2Ly 73
400> 73
000

210> 14

139
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[0087]

<212»

400> 74

000

<2107
<400>

75
5

000

<210>
<4002

76

Q10> 77
<4003 7T
000

<2105
<4007
000

78
78

79

1500
DNA
AT

210>
11>

213>

220>
223> €D37

<400> 79

gataccaccg
gaasagageca
caacagaaac
ggaatteeag
agectagage

acattcggce

tetggaggag

cecgpagagt

atgaactggg

tattatgete

adgtcecatea

tattactgts

gteteectety

G2l

RS S

gagasgattgt
cecetetecty
ctggecagge
ccaggttcag
aagggaccaa
gtgggacegg
ctetgaagat
tgcgecagat

stactaccta

geaccgetta cetgeaatgg

cacgeteagt

atcaggagee

HH

aagettgeeg ccatggaage cocagegeag

gttgacacag
cegageaagt
teetaggete
tggcagtega

tgeagtttat

ggtggaaatc

tgaggtgeag

ttectgtaag
geecgggaaa

caaccggadg

cggeocttte

¢aaatcttct

cttetettce
Lotocdgeca
gaaaatgttt
cteatctratt
tecgggacag

tactgteaac

adagetescs

ctggtgeagt
ggatceggtt
ggectegagt
ttecaagggee
ageagectga
gacetctegg

gacaaaactc

140

tectgetact
cectgtettt
acagetactt
ttgeaaaaac
actteactet
atcattecga
gtggctegeg
ctggageaga
actecatteac
ggatgggeaa
aggteactat
aggeetegga
geagaggeac

acacatctee

¢gtggetecea

gtetecagge

agectggtac

cttagcagaa

caccatcage
taatcegtgg

cggtegtea

ggtgaaaaag

tggctacaat

tattgateet

cteegecgace
cacegecatg
cetggtecact

accgtgecea

60
120
180
240
300
360
420
480
540
600
660
720
780
840
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gracctgaac tootgdgtgd accgteagte Blcatotied céecaadnos caaggacace 900
ctecatgatct cccggaccec tgaggtcaca tgegtggtgg tggacgtgag ccacgaagac 960
cctgaggtea agttcaactg gtacgtggac ggegtggagg tgeataatge caagacaaag 1020
crgegggagy ageagtacaa cageacgtae cgtgtggtea gegtecteae egtectgeac 1080
caggactgee tgaatggcaa ggagtacdag tgcaaggtot ccaacaaage coteecagee 1140
cecatcgaga aaaceatetc caaagcecaad gggoagecece gagaaccaca ggtgtacace 1200
ctgeccceat ccegggaten getgaccaag aaccagstea geetgacetys cotgeteaaa 1260
ggcttctate caagegacat cgecgtggag tgggagagea atgggeagec ggagaacaac 1320
tacaagacca cgecteecgt getggactee gacggeteet tetteectota cagcaagete 1380
accgtggaca agageaggltg geageaggge aacgtettet catgetceegt gatgeatgag 1440
getctgeaca accactacac geagaagage ctetecetgt cteegggtaa atgatctaga 1500
<210> 80
211> 493
<212> PRT
218> A3

[0088]
220> o s
223> (D3RRGS AEA
<400> 80
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leuy Léd Trp Leu Pro
1 b 10 15
Asp Thr Thr Gly Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

20 2 30
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Asn
35 40 45
Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
50 55 60
Arg Leu Leu [le Tyr Phe Ala Lys Thr Leu Ala Glu Gly [le Pro Ala
65 70 75 30
Arg Phe Ser Gly Ser Glyv Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
85 40 95

141
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[0089]

Ser Leu Glu

Gly

Val
145

Leu L

Met A

Asn

Gly

Gln T

225

Arg

Val

Pro

Phe

Val
305

Gly
130

Gln

Lle

Gln

210

Ser

Ser

Pro

Pro

290

Thr

Pro
100

115

Gly

Leu

s Ile

Ser

Val

Ser

Cys
275

Val

Ser

- Val

180

 Pro

1 Thr

Ser

Gly

Asp

260

Pro

Pro Lys

Cys

Val

Ser (

Glu

Thr

Gln
Cys

165

Arg

Tle

Leu

Pro

245

Gln

Ala

Pra L

Val

Asp

Phe

Gly

Ser &

150

Gln

Tyt G

Ser:

Lys

230

Phe

Glu

Pro

Val
310

Phe

Gly

Gly
135

Met

Ala
215

Ala

Asp

Pro

Ala VYal Tyr |

Gln

120

Gly

Ala

Ser

Pro

Gly

200

Asp

Ser

Leu

Lys

105

Gly

Ser

Glu

Gly

Thr 1

Gly €

Val

Tyr
170

Gly Lys

185

Thr

Lys

Asp

Trp

Ser
265

Glu Leu Leu

s Asp

Asp

280

Thr

Val

142

Leu

Ser

Thr

Ser

Thr

Lys
155

Ser

Tyr

Ile

Ala
235

Gly Ari

250

Ser A

Met

His

Ile Ser A

Glu A
315

s Val

Gly G

140

Lys

Phe

Leu

Asn

Ser:
220

Met

Gly

y Liys

y Pro

300

Asp

s Gln

Glu
125

Pro

Thr

Glu ”

Hig H

110

Ile L

Thr G

Gly

Gly

Trp
190

Arg Lys

205

Thr

Thr

Thr

Ser
285

Pra

Ala 1]

Tyr

Leu V

His |

270

Val

Tht:

Glu

Glu 8

Tyr A

175

Met

Phe

Tyr

Phe

Pro

Val

s Ser

s Gly

y Glu

Gly

Lys

Leu

s Ala

240

Thr

Ser

Leu

Glu

Lys
320
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[0090]

Phe

Pro

Thr

Val

Ala

385

Arg

Gly

Pro

Ser

Gln

465

His

Agn
Arg
Val
Ser
370
Lys

Asp

Phe

Glu

Phe
450

Tyr

210>
<211>
212>
218>

220>
223>

400>

gataccaccg gdgaaattglt gtigacdcag tetecageca ceetgtetit gtetecagge

Trp

Glu

Leu
355

Asn

Gly

Glu

Tyr

Asn

435

Phe

Thr Gln

81
1494
DNA

NLF3

Tyt

Glu

340

His

Lys

Gln

Leu

Pro |

120

Asn

Lieu

1 Val

Varl
325

Gln

Gln

Ala

Pro

Thi

405

Tyr

Tyr

Phe

Lys
485

Asp

i

Asp

Leu

Arg

390

Lys

Asp

Lys

Ser

Ser

470

Ser

Gly

Asn

Trp

Pro

375

Gl

Asn

Lle

Thr

Lys

455

Cys

Leu

COSTHE RS O R

81
aagcetigeeg ceatggaage cecageteag cttcletteoe tectgetact ctggetecea

Val

Ser

Leu

360

Ala

Pro

Gln

Ala

Thr

440

Leu

Ser

Ser

Gln

Thr T

345

Asn

Pro

Gln

Val

Val

125

Pro

Thre

Val

Leu

143

V’r]‘fl
330
Tyr
Gly
Tle
Val
Ser
410
Glu
Pro
Val

Met

Ser

490

Hisg

Arg

Lys

Glu

Tyr

395

Leu

Trp

Val

A 8p

His

475

Pro

Asn

Val

Glu

Lys

330

Thr

Th

Glu

Leu

Liys

460

Glu

Gly

Ala

Val

Tyr

365

Thr

Leu

Cys

Ser

Asp

445

Ser

Ala

Lys

Lys
Ser
350
Lys
Tle
Pro
Leu
Asn
430
Ser

Arg

Leu

The
335
Val
Cys
Ser
Pro
Val
415
Gly
Asp

Trp

His

Lys
Leu
Lys
Lys

Ser
400

Lys

Gln

Gly

Gln,

Asn.

480

60
120
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ganagageed cectetecty cegageaagt gaaaatgttt acagetactt agectggtac 180
caacagaaac ctggecagge tectaggete cteatetatt ttgeaaaaac cttageagaa 240
gpaatteeag ccagpttcag tgpcagtega teeogegacag actteactet caceatoage 300
agectagage ctgaagattt tgcagtttat tactgteaac atcattcega taatcegtgg 360
acattcggee aagggacead ggtigdaatc aaaggtggeg gtegeteger cggtggtegga 420
tetggaggag gtggegetag cgaggtgeag ctggtgoagt ctggageaga ggtgaasaag 480
cccggagagt ctetgaagat ttectotaag geatecaptt acteatteac tagctacaat 540
atgaactggg tgcgecagat gecegggaaa ggoctggagt gegatgegead tattgatect 600
tattategte gtactaacta cgeecagaag ttocageggoe agatodetat ¢tecgcegae 660
dagtecatca geactgeeta cetgeaatey Agcagietga aggrdtegga cacegecatyg 720
tattactgtg cacgeteagt cggecctatg gactactgeg gecgeggeac cetggteact 780
gtetcctcte atcageagce canatettot gacannacte acacatctce acegtgicea 840
geacctgaae tootggetee accgteagte ttectettee cooccaaaace caaggacace 900
cteatgatct cceggaccee tgaggtcaca tgegtggtegy tggacgtgag ccacgaagac 960

[0091] cctgaggtca agttcaacty gtacgtggac ggcgtggage tgcataatge caagacaaag 1020
ccgegggagg ageagtacaa cageacgtac cgtgtggten gegtecteac cgtectgeae 1080
caggactgge tgaatggeaa gegagtacaag tecangetot ceancaaage ceteceagee 1140
cecategaga aaaccatete catagecasa gogoageces gagadccaca ggtgtacaee 1200
ctgecoccat ceegggatea getgaccaag aaccagetcd. geotgaccte cetgstcana 1260
ggettctate caagegacat c¢geegtggag tgggagagea atgggeagee ggagaacaac 1320
tacaagacea cgocteccgt getggactee gacggeteet toetteeteta cageaagete 1380
accgtggaca agageagely gtageagege aacgtottet catgotecpt gatgcatgag 1440
getotgeaca accactacac geagadgage ctotedctat ctecggataa atga 1494
€210> 82
211> 493
212> PRT
@213y NI
<2207
223> (D3RR RMRE BN

400> 82

144
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[0092]

Met Glu Ala Pro

1

Asp

Leu

Val

Arg

Arg

Ser

Asp

Thr Thr Gly

Ser

Tyt
50

Leu

Phe S

Leu

Asn

1y Gly

Val
145
Leu
Met
Asn

Gly

Gln

130

Gln

Lys

Asn

Lle

Gln
210

Trp S

Pro

35

Ser

Leu

Glu

Pro
115

Gly

Ile

Trp

Asp

195

Val

20

Gly

Tyr

Tle T

Gly S

Pro
100

Trp

Ser

Val

Ser

Val
180

Pro T

Thr

Ala

Glu

Glua

Leu

Glu

Thr

G 1 v

Gln

Cys

165

Arg

[le

Leu

Gln Leu Leu Phe

Ile Val

Arg Ala

Ala Trp

Phe Ala

Gly Ser

Asp Phe

Phe Gly

Gly Gly

135

Ser Gly

Lys Gly

Gln Met

Tyr Gly

Ser Ala

215

Lys Ala

Leu
Thy
40

Tyr
Lys
Gly
Ala
Gln
120

Gly

Ala

Pro G

Gly

200

Asp

Ser

Leu

Gin

Thr

Thr

Val

105

Gly

Ser

Glu

Lys

Asp

145

Leu Leu
10

Gln Ser

Gln Lys

Leu Ala
75

Asp Phe
90

Tyr Tyr
Thr Lys
Gly Gly
Val Lys

155

Tyr Ser
170

Lys Gly

Asn Tyr

Ser Ile

Thr Ala

Let

Pro

Arg

Pro

60

Glu

Thr

Cys

Val

Gly

140

Lys

Phe

Leu

Ala

Ser

220

Mot

Leu
Ala
Ala
45

Gly

G].Y‘

Gln
Glu
125
Gly
Pro
Thi
Glu
Gln
205

Thr

Tyr

Trp

Thr

30

Ser

Gln

Ile

Thr 1

Hig Hi

110

Tle

Ala

Gly

Ser

Trp

190

Ala

Tyr

Leu
15

Leu

Glu

Ala

Pro

Pro

Ser

Asn

Pro

Ala

80

g Ser

3 -Ser

ys Gly

Ser

Glu

Tyr
175

Met

Phe

Tyr

Cys

Glu

Ser

160

Asn

Gly

Gln

Leu

Ala
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[0093]

225

Arg Ser

Val Ser

Pro Pro

Phe Pro- .

290

Val Thr

305

Phe Asn

Pro Arg

Thr Val

Val Ser
370

Ala Lys

385

Arg Asp

Gly Phe

Pro Glu

Ser Phe
450

Val

Ser

Cys

275

Pro

Cys

Trp

Glu

Leu

355

Asn

Gly

Glu

Tyr

Asn

435

Phe

Gly

Asp

260

Pro

Lys

Val

Tyr

Glu

340

His

Lys

Gln

Leu

Pro

420

Asn

Leu

Fro

245

Gln

Ala

Pro

Val.

Val

325

Gln

Gln

Ala

Pro

Thr
405

Ser

Tyr

Tyr

230

Met

Glu

Pro

Lys

Val

310

Asp

Tyr

Asp

Leu

Arg
390

Lys

Ser

Asp

Fro

Glu

Asp

295

Asp

Gly

Asty |

Trp

Pro

ST

Glu

s Asn

Tle

Thr

Lys

455

Tyr

Lys

Leu

280

Thi

Val

Val

Ser

Leu

360

Ala

Pro

Gln

Ala

Thr

440

Leu

Trp

Ser

265

Léu

Léu

Ser

Thr
345

Asn

Pro

Gln

Val

Val

425

Pro

Thr

146

235

Gly Arg
250

Ser Asp

Gly Gly

Met ITle

His Glu
315

Val His
330

Tyr Arg

Gly Lys

Ile Glu

Val Tyr
395

Ser Leu
410
Glu Trp

Pro Val

Val Asp

Gly

Lys

Pro

Ser

300

Asp

AsH

Val

Liys
380

Thr

Thr €

Glu

Leu

Thr

Thy

Ser

285

Arg

Pro

Ala

Val

1 Tyr

365

Leu

His

270

Val

Thr

Glu

Lys

Ser
350

Lys

The Ile

Leu

Ser

Asp

445

Pro

s L-eu

Asn
430

Ser

Lys Ser Arg

460

Val
255

Thr

Phe

Pro

Val

Thr

335

Val

Eys

Ser

Pro

Val

415

Gly

Asp

Trp

210

Thr

Ser

Leu

Glu

Lys

320

Lys

Leu

Lys

Lys

Ser

400

Lvs

Gln

Gly

Gln
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Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
465 470 475 480
His Tyr Thy 6l Lys Ser Leu Ser Leu Ser Pro 6ly Lys

485 490

210> 83
2ll» 1176
212> DNA
213> ANLRF%|
<2205
223> CD3TRERMEAED
<400> 83 v
aagcttgecg ccatggaage ceccagegeag citetettee tectgetact ctggetecea 60
gatdaccacey gagaaattet gttgacacag tetocdnceca Ceotgtettt gtetecagee 120
gaaagageea ccetetectg cegageaagt gagaatgttt acagetactt agectggtac 180
caacagagac ctggeeagge tectaggete cteatetatt ttgeaaaade cttageagaa 240
gggattecag ccagattcag tggcagtggt tecgggacag acttcactet caccatecage 300

[0094] agectagage ctgaagattt tgcagtttat tactgteaac atcattecga taatccgtgg 360
acatteggee aagggaccaa gglggaaate aaaggtggeg ghtgretogegg cggtggtgga 420
tetggaggag gtoggagegg aggaggaget agepgagetee agetggtoca. gtetggagea 480
gaggtgaaaa agcccggaga gtetotgaag atttectgta agggatecgg ttactecatte 540
actggetaca atatgaactyg ggtgegecag atgeceggga aaggectega atggatggee 600
aatattgatc cttattatgg tggtactace tacaaccgga agttcaaggg cecaggtcact 660
atcteegeeg acaagtcecat cageacegee tacctgeaag gageageetg aaggectegs 720
acaccgeeat gtattactgt geacgeteapg teggecottt cgacteetgg ggecagggea 780
ceetggteac tgtetcgagt tgtocacegt goccagedee tgaactcecty ggtggacegt 840
cagtcttect ctteccecca anacccaagg acacecteat gateteccgg accectgagg 900
teacatgegt ggtggtggac gtgageracy aagacectga ggteaagtic aactggtacg 960
tggacggegt ggaggtgeat aatgceanga caaageegey ggdggageay tacaacagea 1020
cgtacegtgt ggteagegte cteacegtce tgeaccagga ctggetgaat ggeaaggagt 1080
acaagtgecaa ggtetecaac aaagecctee cageccccat cgagaaaace atctccaaag 1140
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ccaaagggca geoccgagaa ccacaggtst acaccetgce cccatccegg gatgagctga 1200
ceadgaacen ggteageetg acetgectge teaaaggett ctatccaage gacategeeg 1260
tggagtgpged gageaatggg cagocggaga dacaactacaa gaccacgeet ceegtgctge 1320
actecgacge cteettette ctetacagea agctoaccgt ggacaagage aggtggeage 1380
aggggaacgt ctteteatge tecgtgatee atgaggetet geacaaccae tacacgeaga 1440
agagcctete cotgtetecyg ggtaaatgae totaga 1476
210> 84
211> 185
<212> PRT
213> ANLF3
<220
223 ITRRMESGER
400> 84
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro
1 5 10 15
Asp Thr Thr Gly Glu Tle Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

[0095] 20 25 30
Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Asn

35 40 45
Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
50 55 60
Arg Leu Leu Ile Tyr Phe Ala Lys Thr Leu Ala Glu Gly Ile Pro Ala
65 70 %5 80
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lLle Ser
85 90 95
Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln His His Ser
100 1G5 110
Asp Asn Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu [le Lys Gly
115 120 125
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
130 135 140
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[0096]

Gly Ala Ser Glu

145

Pro

Thr

Glu

Arg

Thr

225

Tyr

Thr

Leu

Leu

Ser

305

Glu

Thr

Asn

Gly Glu

Gly Tyr

Trp Met

195

Lys Phe

210

Ala Tyr

Tyr Cys

Leu Val

Gly Gly

275

Met Ile

290

His Glu

Val His

Tyr Arg

Gly Lys
355

Ser

Asn

180

Gly

Lys

Leu

Val

Leu

165

Met

Asgn

Gly

Gln

Ala Arg

Thr

260

Pro

Ser

Asp

Asn

Val

340

Glu

245

Val

Ser

Arg

Pro

Ala

325

Val

Tyr

Gln

150

Lys

Asn

Ile

Gln

Trp

230

Ser

Ser

Val

Thr

Glu

310

Lys

Ser

Lys

Leu

1le

Trp

Agp

Val

215

Ser

Val

Ser

Phe

Préo

295

Val

Thr

Val

Cys

Val Gln Ser

Ser

Val

Pro

200

Thr

Ser

Gly .

Cys

Leu

280

Glu

Lys

Lys

Leu

Lys
360

149

Cys

Arg

185

Tyr

1le

Leu

Preo

Pro

265

Phe

Val

Phe

Pro

Thr
345

Val

Lys

170

Gln

Tyt

Ser

Lys

Phe

250

Pro

Pro

Thr

Asn

Arg

330

Val

Gly

155

Gly

Met

Gly

Ala

Ala

235

Agp

Cys

Pro

Cys

Trp

315

Glu

Leu

Ala Glu

Ser

Pro

Glv

Asp

220

Ser

Ser

Pro

Lys

Val

300

Tyr

Glu

His

Gly

Gly

Thr

205

Lys

Asp

Trp

Ala

Pro

285

Val

Val

Gln

Gln

Ser Asn Lys Ala

365

Val

Tyr

Lys

190

Thr

Ser

Thr

Glv

Pro

270

Lys

Val

Asp

Tyr

Asp

350

Leu

Lys

Ser

175

Tyr

Lle

Ala

Gln

955

Glu

Asp

Asp

Gly

Asn

335

Trp

Pro

Lys

160

Phe

Leu

Asn

Ser

Met

240

Gly

Leu

Thr

Val

Val

320

Ser

Leu

Ala
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Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
370 375 380
Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln
385 390 395 400
Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
405 410 415
Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
420 425 430
Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
435 440 445
Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
450 455 460
Val Met His Clu Ala Leu His Asn His Tyr Thr Cln Lys Ser Leu Ser
465 470 475 480
[0097] Leu Ser Pro Gly Lys
485
<210» 856
211> 1494
<212> DNA
213> ANLP3|
220> o ‘
223> C3TRFRMLE&ED
<400> 85
aagettgecg ccatggaage cccageteag cttetettee tectgetact etggetecea 60
gataccaccg gaganattgt gttgacacag tetecageea ccetgtetit gtetecagge 120
gagagageca cecteteety cegaacaagt gaaantettt acagetactt agectpggtac 180
caacagaaac ctggeeagge teetaggete cteatetatt ttgcanamac cttageagaa 240
ggaattecag ccaggltcag tggcagtegd teogggacag actteactet caccateage 300
agecetagage ctgaagattt tgeagtttat tactgtcaac ateattcega taatcegtgg 360
acatteggee aagggaccaa ggtggaasate aaagegtgges gtggetegegy cggtagtegga 420
tetggaggag gtgggacegg tgaggtgeag ctggtgeagt ctggageaga ggtgaanaag 480

150



52

.l

3

CN 105198997 B 98/176 1{
cceggagagt ctetgaagat tteotgtaag ggatecggtt acteaticac tggetacaat 840
atgaactggg tgcgecragat geccgggaaa ggoctggaglt ggatgggeaa tattgatect 600
tattatggtls gtactaceta casccggaay tlcaagggee aggteactat cleegecgae 660
aagtecatea geacegeota cetgenntgy ageageotyga aggeetegea cacegecaty 720
tattactgtg cacgeteagt cggecetaty gactactggg geegeggeae cotggteact 780
gtetectets atcaggagee caaatettet gacaasacte acacatctee accgtgeccea 840
geacctgade toctegpgtegn Accgteagte ttoctettee teocaaaace caaggacace 900
ctecatgatet cceggacece tgaggteaca tgegtggteg tggacgtgag ceacgaagac 960
cotgaggtea agttcanctg gtaegtggae ggegtggagg tgeataatge caagacaaag 1020
ccgeggeagg ageagtacaa cageacgtac cgtgtgetea gegtecteac egtectgeaec 1080
caggactgee tgaatggeaa ggagtacaag tgeaagatet ccaaecaaage ecteceagee 1140
cecatcgaga aaaccatetc caaagccaaa. gggcageoee gagadccaca. ggtgtacace 1200
ctgceceecat cocgggatea getgacdoaay dactaggtia goctgadety evtggteaad 1260
geettetate caagegacat cgeogtggag tgggagagea atgggeages ggagaacaac 1320

10098] tacaagacca cgeeteccgt getggacted gacggeteet tettectcta cageaagete 1380
accgtggaca agagcaggte geageagggg aacgtettet catgetccgt gatgeatgag 1440
getotgeaca accactacas geagaagdage cltotecetgt ctecgegtaa atpa 1494

210> 86

211> 493

<212> PRT

Q213> ANLF3

£220> | o
223> CDSTEERMEA ARG
400> 86

Met Glu Ala Pro Ala Glin Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro

1

Asp Thr Thr Gly Glu Lle Val Leu‘g
55

5

20

10

@r Gln Ser

Pro Ala Th
30

15

Thr Leu Ser

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser Glu Asn

35

40

151

15
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[0099]

Val Tyr Ser Tyr

Arg
65

Arg

Ser:

Val Gln

145

Leu

Met

Asn

Gly

Gln

225

Arg

Val

50

Leu

Phe

Leu

1y Gly Ser (

Lys

Asn

Ile

Gln

210

Trp

Ser

Ser

Leu Ile 1

Ser Gly

Glu Pro

Leu

Fyr

Ser

85

Glu

Ty [ Thr

Leu Val

Ile Ser

Trp Val
180

Asp Pro 1

195

Val Thr

Ser Ser

Val Gly

Setr Asp
260

Gln
Cys

165

Arg

Ile

Leu

Pro

245

Gln

Ala Trp

58

Phe Ala

70

Glyv Ser

Asp Phe

Phe Gly

Glv Gly

135

Ser Gly
150

Gln Met

Tyr Gly

Ser Ala

215

Lys A]. a
230

Met Asp

Glu Pro

Tyr Gln Gln

Lys

Gly

Ala

Gln

120

Gly

Ala

Ser:

Pro

Gly

200

Asp

Tyr

Lys

152

Thr

Thr

Val

105

Gly

Ser

Glu

Gly °

Leu

Asp

Ty

Thr 1

Gly €

Val

Tyr
170

Gly Lye

185

Thr

Lys

er Asp

Trp G

Ser Ser
265

Thr

Ser

Thr

200

Lys

Ald
5

Phe

Lys
155

Ser

Tyr

Ile

Ala

235

60

Glu G

Thr

s Val

Gly G

140

Phe

Leu

Asn

Ser

220

Met

Leu

s Gln

Glu
125

§ Pro

Thr

Glu ’

Arg L

205

Thr

Thr

Gln

Ile

Thr

His H

110

Lle

Ala

Gly

Gly

190

Ala

Tyt

Leu

His

270

Trp

Ala

Pro

Ile

95

Lys

Ser

Glu

Tyr
175

Met

s Phe

Tyt

Pro

Ala
80

Ser

Gly

Glu

Ser

160

Asn

Gly

Lys

Leu

s Ala

240

Thr

Ser
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[0100]

Pro Pro Cys

Phe

Val

305

Phe

Pro

Thr

Val S

Ala
385

Arg

Pro

Ser

Gln
165

Pro
290

Thr

Asn

Arg

Val

Lys

Asp

- Phe

Glu

Phe

450

Gly

Tyr

<210

275

Pro

Cys

Trp

Glu

Leu
355

- Asn

Gly

Glu

Tyr

Asn

435

Phe

Asn

Thr

87

Pro

Lys

Val

Tyr

Glu
340

His

Lys

Gln

Leu

Pro

420

Leu

Val

Gln

Ala

Pro

Yal

Val

325

Gln

Gln

Ala

Pro

Thr

408

Ser

1 Tyr

Tyr S

Phe

Lys
485

Pro

Lys £

Val

310

Asp

Tyr

Asp

Leu

Arg

390

Lys

Asp

Ser
470

Ser

Glu Leu Leu

Asp

Gly

Asn

Trp

Pro

375

Gl

Asn

Ile

- Thr

Lys
455

Cys

Leu

280

Thr

Val

Val

Ser

Leu

360

Ala

Pro

Gln

Ala

Thr

440

Leu

Ser

Ser

Leu

Ser

Glu

Thr

345

Asn

Pro

Gla

Yal

Val
495

Pre

Thr

Val

Leu

153

Gly

Met

Hig

Yol

330

Tyr

Gly

Ile

Val

Ser

410

Glu T

Pro

Val

Met

Ser
490

Gly |

Lle

Glu

315

His

Arg

Lys

Glu

Tyr

395

Leu

Val

AS‘p:

His

475

Pro

Pro

Ser

300

Asp

Asn

Val

Glu

Lis

380

Thr

Thr

Glu S

Leu

Lys
460

Glu

Gly

ser

285

Are

Pro

Ala

Val

Tyr

365

Thr

Leu

Asp S
445

Ser

Ala

Lys

Val

Thr

Glu

Lys

Ser

350

Lys

Ile

Pro

Leu

Asn

430

Arg

Leu

Phe

Pro

Yal

Thr

335

Yal

Cys

Ser

Pro

Val
415

Gly

Asp

His

Leu

Glu

Lys

320

Lys

Leu

Lys

Lys

Ser

400

Lys

Gln

Gly

Gln

Asn
480
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[0101]

211>
212>
<213

1494
DNA
AT

<220
<223>

400> 87
aagettgecg

gataccaceg
gaaagagccea
caacagaaac
ggaattccag
agectagage
acattergee
tetggaggag
coecggagagt
atgaactggg
tattatgstyg
aagtcecatea
tattactgtg
gtetectetg
geacctgaac
cteatgatet
cetgaggtea
ccgegggagsy
caggactgse
ceccatcgaga
¢tgeecceat
ggettctate
tacaagacea
accgtggaca

getetgeaca

Fr

cecatggaage
gtgaaattigt
cectetectyg

ctggecagec

ccaggtteag

ctgaagattt

dagggaccaa

gtggggctag
ctetgageat
tgegccagat
gtactaccta
geacegecta
cacgeteagt
atecaggagee
teetgggtgg
ceeggaccee
agttcaactg
ageagtacaa
tgaatggcaa
aaaccatctc
ceegggatsa
caagegacat
cgeoteecegt
agagcaggteg

accactacac

COSTHRER L R

cececageteag
gttgacacag
cogadcaagt
téetaggcte
tggeagtgga
tgcagtttat
getggaaalce
cpaggltacdg
ttectgtaag
goecgggaaa
caaccggaag
cetgedatgg
cggeectatg
caaatcettet
acegtcagte
tgaggteaca
gtacgtggac
cagcacgtac
ggagtacaag
caaagocaas
getgaccaag
cgeegtggag
getggactee
geageagees

goagaagage

ctictettec
tetccageca
gaaaatgttt
cteatctatt
teceggacag
tactgtcaac
aaaggtggpceg
ctggtgcagt
ggatecegatt
gecotggagt
ttcaagggec
agecagectga
gactactggg
gacaaaactc
ttectettee
tgegtggtey
ggcgtggage
cgtgtggtca
tgcaaggtot

grgCageece

aaceaggtea

tggpagagea

gacggeteet

aacgtettict

ctetceetgt

154

teetgetact
coctgtettt
acagctactt
ttgcaaaaac
actteactcet
atcattcecga
gtageteggy
ttggageagd
acteatteac
geatgggcad
aggtecactat
aggeetegga
goegeggeac
acacateted
ceocaaaace
tggacgtgag
tgeataatge
gegteecteac

ccaacaaage

gagadccaca

geotgaecty
atgggeagec
tettecteta
catgetcegt

cteecgggtaa

ctgegcteeca
gteteeagee
agcctggtac
cttageagaa
caccateage
taatccgtgg
cggtagtega
getgagadayg
tggetacaat
tattgatect
cteegeegac
caccgeeatg
cetggteact
accgtgceca
caaggacace
ceacgaagac
caagacaaag
cgtectgeace
ceteecagee

gatgltacace

vetggtcaaa

goaraacdac

cageaagete

gatgcatgag

atga

60

180
240
300
360

480
540
600
660
720
780
840
900
960

1080
1140
1200
1260
1320
1380
1140
1494
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[0102]

<2107
<2117
212>
<213>

< 220 >
2237

<400>

Met Glu Ala Pro Ala Gln Leu

1

Asp

Leu S

Val

Arg

65

Arg

Ser

\sp Asn

Val
145

Leu

Met

Thr
- Pro
Tyr
50
Leu

Phe

Leu

“Gly
130
Glo

Arg

Asn

88
493
PRT
AT 5]

88

Leu Phe Teu
b 10

Thr Gly Glu Tle Val Leu Gln

Thr
20 3

23

Gly Glu Arg Ala Thr

40

Leu Se:
35

Ser Tyr Leu Ala Trp Tyr 6ln Gln

55

Ile Tyr Phe Ala Thr

70

Leu Leu

Ser Thr

Ser Gly Ser Gly

85

Gly Asp

Glu Pro Glu Asp Ala

100

Phe Val

105

Tyr

Pro Thr

115

Trp Thr Phe Gly Gln Gly

120

Gly Ser Gly Gly Gly Gly Ser

135

Gly

Val Gln Ser
150

Leu Gly Ala Glu Val

Ile Gly Ser Gly Tyr

Ser Cys Lys ‘
170

165

Val Arg Gln Met Pro Gly

155

Lys Gl

Leu
Ser
Cys
Lys
Ala
75

Phe
Tyr
Lys
Gly
Lys
155

Ser

Leu Leu T

Pro Ala Thr

30

Arg Thr Ser

45

Pro Gln

60

Gly

Glu Gly Tle

Thr Leu Thr

Cys Gln His
110

Val

Glu
125

Ile

Gly
140

Gly Ala
Lys Pro Gly

Phe Thr Gly

Leu Glu Trp

Leu
15

Leu

Glu

Ala

Pro

95

His

Lys

Ser

Glu

Tyr
175

Met

Pro

Ser

Asn

Pro

Ala

80

Ser

Gly

Glu

Ser

160

Asn

Gly
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[0103]

Asn Ile

Gly Gln
210

Gln Trp
226

Arg Ser

Val Ser

Pro Pro

Phe Pro
290

Val Thr
305

Phe Asn

Pro Arg

Thr Val

Val Ser
370

Ala Lys
385

Arg Asp

180

Asp Pro
195

Val Thr

Ser Ser

Val Gly

Ser Asp
260

Cys Pro
275

Pro Lys

Cys Val

Trp Tyr

Glu Glu

340

Leu His

355

Asn Lvs

Gly Gln

Glu Leu

Tyr

Ile

Leu

Pro

245

Gln

Ala

Pro

Val

Val

325

Gln

Gln

Ala

Pro

Thr
403

Ty Gly

Ser- Ala

215

Lys Ala
230

Met Asp

Glu Pro

Pro Glu

Lys Asp

295

Val Asp
310

Asp Gly

Tyr Asn

Asp Trp

Gly

200

Ser

Tyr

Lys

Lieu

280

Th

Val

Val

Ser

Leu
360

185

Thr

Ti'p

Sér

265

Leu

Leu

Ser

Thr

345

Asn

Leu Pro Ala Pro

375

Arg Glu

390

Lys Asn

Pro

Gln

Gln

Val

156

Thr

Ser

Thr

Gly
250

Ser /

Gly

Met

His

Val

330

Tyr

Gly

1le

Val

Ser
410

Tyt

lle

Ala
235

Tle

Glu

315

His

Arg

Lys

Glu

Tyr

395

Leu T

Asn Arg
205

Ser Thr
220

Met Tyr

- Gly Thr

Lys Thr

y Pro. Ser

285

Ser Arg

300

Asp Pro

Asn. Ala

Val Val

GClu Tyr
365

Lys Thr I

380

Thr Leu

Thr Cys

190

Lys

Ala

Tyr

Leu

His

270

Val

Thr

Glu

Lys

Ser

350

Lys

Pro

Leu

Phe 1

Tyr

Cys

Val

255

Thr

Phe

Pro

Val

Thr

335

Val

Cys

> Ser

Pro

Val
415

Lys

Leu.

Ala

240

Thr

Ser

Leu

Glu

Lys
320

Lys

Leu

Lvs

Lys

Ser

100

Lys
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Gly Phe Tyr Pro
420

Pro Glu Asn Asn
435

Ser Phe Phe Leu
450

Gln Gly Asn Val
465

His Tyr Thr Gl

89

45
DNAAYW
N3

210>
<211
212>
213>

220>

293> BEEIX

89

[0104]
400>

gagcccaaatl cttgtgacaa aactcacaca tgtecaccgt gocea

90
15
ANLR31

210>
<2113
<2125
213>

<220>

223> Bk

<400> 90

Val
125

Ser Asp lle Ala

Thr Thr Pro

440

Tyt Lys

Lys Leu Thr

455

Tyr Ser

Phe Ser Cys Ser

170

Lys Ser Leu Ser Lew

485

Val Met His Glu

Glu Trp Glu Ser Asn Gly Gln

130

Pro Val Leu Asp Ser Asp Gly

445

Val Asp Lys Ser Arg Trp Gln

460

Ala Leu His Asn

475 430

Ser Pro 6ly Lys
490

45

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

1

<2102
211>
212>
213>

91

DNA
NI 3]

€220%

223> HAEEX

400> 91

5

157

10 15
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[0105]

gagceecaaat cttetgacaa aactcacaca tgtecaccgt gecea 45

210> 92
@11y 15

212> PRT
213 KL

920y
<293y EiBEIX

<400> 92

Glu Pro Lys Ser Ser Asp Lys Thr His Thr Cys Pro: Pro Cys Pro
1 5 10 15

<2105 93

211> 45

<212> DNA
213> AL

220
923> BUBEIX

400> 93
gagcecdaat cttetgacaa aacteacaca tgtecacegt getea 45

210> 94
Q11> 15
212> PRT
213> ANTRF

@20>
223> HREX
400> 94

Glu Pro Lys Ser Ser Asp Lys Thr His Thr €ys Pro Pro Cys Ser
1 5 10 15

210> 95
911> 45
<9125 DNA
213> ANLR3

220>

223> HUREX

<400> 958

gagceecaaat ctigtgacaa aacteacaca tgtecacega getea 45
210> 96

2L1> 15

158
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[0106]

212> PRT -

QL ALFZ

Q20>

223> BEEX

400> 96

Glu Pro Lys Ser Ser Asp Lys Thr His Thr Cyvs Pro Pro Ser Ser
1 5 10 15
210> 97

211> 45

212> DNA

213> ANTFH

220>

223> BEEX

400> 97

gagcccaaat cttetgacaa aacteacaca totecdcega gegea 45
210> 98

Q211> 15

212> PRT

Q13> ALFE

(220> 3 ,

223> EREEIX

400> 98

Glu Pro Lys Ser Ser Asp Lys Thr His Thr Ser Pro Pro Ser Pro
1 5 10 15
210> 99

211> 45

212> DNA

213> ATFH

220>

223> HBHEX

400> 99

gagcccaaat cttetgacaa aactcacaca tetccaccga getea 45
<210> 100

211> 15

<212 PRT

213> ANLF3

<2205 )

293y WEEX

159
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[0107]

<4002 100

Glu Pro Lys Ser Ser Asp bys Thr His Thr Setr Pro Pro Ser Ser

1 5 10 15
210> 101

211> 45

212> DNA

G183y A L3

<220

993> BEEIX

400> 101
gageeeaaat cttgtgacaa aacteacaca. totecacegt gecea 45

210> 102

211> 15
<212> PRT
213> N5
<290>

<223y EREIX
400> 102

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Ser Pro Pro Cys Pro
5

1 10 15
210> 103
211> 45

<212> DNA
Q13> NTLTFH)

<220>
223> HHEEKX

<400, 103

gagcccaaat c¢tigtgacaa aactcacaca tetcracegt sotea 45
<210> 104

211> 15

212> PRT

213> ANTIF3

2205

298y BIHEX
400> 104

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Ser Pro Pro Cys Ser
1 5 10 15

160
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[0108]

<210> 105
211> 45

<212> DNA
213> AL

220>
223> BUEEKX

400> 105
gagcecaaat cttctgacan aactecacaca tetcéeacegt gdeea 45

<210> 106
11> 15

<2125 PRT
<213y AT

220>
093> BUHER

<400> 106

Glu Pro Lys Ser Ser Asp Lye Thr His Thr Ser Pre Pro Cyvs Pro
1 5 10 15

210> 107
<211» 45
<212> DNA
213> ANTFEH

@20
223> BRER

<400> 107
gageccaaat ctitctgacaa aactecacaca tetecacegt getca 4

<910> 108
<211» 15

<212> PRT
213y AN LTER

2200
<023y EBEIX

<400> 108
Glu Pro Lys Ser Ser Asp Lys Thr His Thr Ser Pro Pro Cys Ser
1 5 10 15

<210> 109
<2l1> 45
<212> DNA
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213>

220>
223>

<4002

gageccaaat ctigtgacaa aactcacaca tetecacega geeca 45

<2107
211>
212>

213>

<2805
223>

Glu Pro Lys Ser

1

<2105
211>

212>

213>

01091 o905

223>
<400>

ALFF

BEIX
109

110
15

PRT
NLFFF)

Bt
110

Thr Ser Pro Pro Ser Pro

Cys Asp Lys Thr His
5 10 15

111
45

DNA
ANILTH

Be I
111

gagcccagat cttetgacaa aacteacaca tetccaccga getea 45

<210

211>
212>
213>

<220
<2237

<400

1

<210>
<400>
000

<2102
<400>
Q0o

Glu Pro Lys Ser Cys Asp Lys Thr His

112

15

PRT v

NTFH)

BEEX

112

Thr Ser Pro Pro Ser Ser
: 10 5

113
113

114
114
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[0110]

210>
211>
212>
213>

<2907
223>

<400>

Val Pro Ser Thr Pro Pro Thr Pro Ser Pro Ser Thr Pro Pro Thr Pro

1

115
19
AT

BEEX
115

e

8}

Ser Pra Ser

o103
211>
212>
213>

220>
<9937

<400>

1

210>
211>
212>

220>
9935

400>

gagctcaaaa ctectetegg gegatacgace catacgtgte ccegetgtee

ceacegtete ceegetegtee teaaceaaas teatgoigata ¢occaccace

tgceca

<210
211>
212>

213>

£220>
223>

116
6

PRI
AT

116

Val Pro Pro Pro Pro Pro

53

117

186
DA
NI

BEEIX
117

118
62
PRT
N LA

PEEIX

tectgegata cgectecgee atgtecacgg tgeocagage ccaaateatg

163

tgaaccgaag
cgatacgeee

atgtecaaga

60
120
180
186
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[0111]

<400> 118
Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys Pro Arg Cys
1 5 10 15

Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Cys Pro
20 25 30

Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Cys Pro Glu

35 40 45

Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Cys Pro
50 55 60

210> 119
211> 45

<2125 DNA
213y AT %
<920> o
223> BEEX

400> 119

gageccaaat cttotgacac acetececea tgeeeauggt gocee

<210> 120

@11y 15
<212 PRT
213y ANTr)
<220 o
$223> BEEX
<400 120

Glu Pro Lys Ser Ser' Asp Thr Pro Pro Pro Cys Pro Arg Cys Pro
5H

1 10 15

210> 121
211> 45
<212> DNA

Q13> ATJFF
220>

<293>  BEEIX
<4005 121

gageccaaat cttgtgacac acctecccea tooccdacggt cecea

164
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[0112]

210> 122
211> 15

212> PRT
213> ALF3

220>
€223> EEEX
<4005 192

Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Ser Pro Arg Ser Pro
1 5 10 15

210> 123
211> 45

212> DNA
@13y AL

Q20>

923> EUBFIX

400> 123 |
gageceaaat cttetgacac accteedeca tooccacget ceeea 45

<2105 124
211> 15

212> PRT
213> AT

220>
223> BUEEIX

400> 124

Glu Pro Lys Ser Ser Asp Thr Pro Pro Pro Ser Pro Arg Ser Pro
1 5 10 15

210> 125
211> 45

<212> DNA
213> AT

220y
$228> SUEX

400> 125
gagcecaaat cttgtgacac acctecceca tecccacggt gecea 45

€210 126
211> 15
212> PRL
218> ALITH

165
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[0113]

2200
223> $HEX

400> 126

Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Ser Pro Arg Cys Pro
1 5 10 15

210>
911>
212>
<2137

127

58
PRT
NLFH

220> -
223> HREERX

400> 127
Alé Ser Ser Val Pro Thr Ala Gln Pro Gln

Glu Ser Pro Lys Ala Gln
5 10 15

1 5

Ala Glu Gly Ser Leu Ala
20

Lyvs Ala Thr Thr Ala Pro Ala Thr Thr Arg
25 30

Asn Thr Gly Arg Gly Gly
35

Glu Glu Lys Lys Lys Glu Lys Glu Lys Glu
40 45

Glu Gln Glu Glu Arg Glu
50

Thr Lys Thr Pro
55

210> 128
@11y 11

<212% PRT
213y N L3

(220>
223> CDR

400> 128
Arg Thr Ser Gln Asn Val Tyr Ser Tyr Leu Ala
1 5 10

210> 129
21> 11
212> PRT

213> ATLFH

2200

223> CDR
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[0114]

<400>

129

Arg Thr Ser Glu Ser Val Tyr Ser Tyr Leu Ala
1

210>
AR
212>
213>

2205
223>

<400»

5 10

CDR

130

Arg Ala Ser Gln Ser Val Tyr Ser Tyr Leu Ala

1

210>
211>
212>
213>

{2202
223>

<400

l

<2105
11>
012>
213>

<220
<223

{400>

1

210>
211>
212>
213>

220>
223

<400>

5 10

131

11

PRT
N5

CDR
131

Arg Ala Ser Gln Ser Val Ser Ser Tyr Leu Ala

5 10

132
11

PRT
NLF5

CDR
132

Arg Ala Ser Gln Ser Val Ser Tyr Tyr Leu Ala

5 10

133
5
PRT

A3

CDR
133

167
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[0115]

Ser Tyr Met Asn Met

1

210>
211>
212>
213>

220>
223>

<400>

)

134
5

PRT
NTLF7

CDR

134

Ser Tyr Trp Ile Gly
1 5

210
211>
2125
213>

<220>
223>

<400>

135
7
RT

NI

Ala Ala Ser Ser Leu Gln Ser

1

<210
211>
<212
213>

<220>
223>

<400>

<210
<2115
212>
213>

<220>
223>

<400>

5

136
7

PRT
AT
CDR

136

5

137
7
PRT

NI 3

CDR
137

Gly Ala Ser Thr Arg Ala Thr
1 ,

168
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[0116]

Asp Ala Ser Asn Arg Ala Thr
1 5

210> 138
Q1 17
€212% PRT
213> KT

<220>
<223> CDR
400> 138

Ile Tle Tyr Pro Gly Asp Ser Asp Thr Arg Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

210> 139
Q11> 17

212> PRT
213> ATJFH

020>
923 CDR

400> 139

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

Gly

<2107 140
211> 30

<212> PRT
Q213> AL

<2202
223> HEFX

400> 140
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
20 25 30

169
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[0117]

210>
2117
212>
(218>

<2203
223>

<400>

141
30
PRT
NP3

HEZLIX
141

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

1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser
30

<2105
211>
212>
213>
<220>
223>

<400>

l

Ser Val Lys Val Ser Cyg Lys Ala Ser Gly Gly Thr Phe Ser

<2105
211>
212>
<218>

220>
223>

400>

Glu Val Gln Leu Val Gln Ser Gly Ala G

1

Thr Val Lys Ile Ser Cys Lys Val Ser Gly Tyr Thr Phe Thr
25

210>
211>

Gln Val Gln Leu

5 10

20 25

142

30

PRT
AT FEH

HEZEIX
142

5 10

20 25

143

30

PRT
N L

143

5 10
20
144

30

170

30

30

15

15

Val Gln Ser Gly Ala Glu Val Lys Lys Pre Gly Ser

lu Val Lys Lys Pro Gly Ala
‘ 15
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[0118]

<212> PRT
213> ANLIFF

@205
223> HERIK
100> 111

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Lys 1le Ser Cys Lys Gly Ser Gly Tyr Ser Phe Thr
20 25 30

210> 145
211> 30
212> PRT
213 AT

(2207
223> HEHLX

400> 145
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyr Ser: Phe Thr
20 25 S0

2105 146
211 30
2125 PRT
<213> NI

920>
£223> HEBEP

<400> 146

BZ

Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr
20 25 30

210> 147
211> 14
<212> PRT
213> NP3

171
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[0119]

@0y
<223> HEHIX

<400> 147

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

<2105 148
400> 148
000

(210> 149
400> 149

000

2105 150
2L> 14
212> PRT
213> ANLFA

220>
223> HEZEX

<400> 150

Trp Val Gln Gln Ala Pro Gly Lys Gly Leu Glu Trp Met Gly
1 5 1Q

PRT
NT %

EARRX
400> 151

Trp Val Arg Gln Met Pro Gly Lys Cly %eu:GIu Trp Met Cly
1 5 10

210> 152
400> 152
000

210> 153
400> 153
000

210> 154
211> 32

172
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[0120]

212> PRT
213> AL

220>
223> HEBLX

100> 154

Arg Val Thr Met
1

Leu Arg Ser Leu
20

210> 155
@2l 32

¢212» PRT
218> AL

@20y
223> HEREIK

<400> 155

Arg Val Thr lle
1

Leu Ser Ser Leu

210> 156
@11> 32

<212> PRT
218> ANIJFH

<2207 )
293> HMEZEX
400> 156

Arg Val Thr 1le
1

Leu Ser Ser Leu
20

210> 157
211> 32

<2125 PRT
213> AL

Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr Met Glu
5 10 15

Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys Ala Arg
25 30

Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
5 10 15

Arg Ser Glu Asgp Thy' Ala; Val Tyr Tyr Cys Ala Arg
25 30

Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr Met Glu
5 10 15

Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
25 |

e

173
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[0121]

220>
223> MEHLX

400> 157

Arg Val Thr Ile Thr Ala Asp Thr Ser Thr Asp Thr Ala Tyr Met Glu

1 5 10 15

Leu Ser Sers Leu Arg Ser 6lu Asp Thr Ala Val Tyr Tyvr Cys Ala Thr
20 25 30

210> 158
211> 32
<212> PRT
Q13> AT

220>
223> HEREK
400> 158

Gln Val Thr Ile Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr Leu Gln
1 5 10 15

Trp Ser Ser leu lLys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg
20 25 30

210> 159
11> 32

<912> PRT
213> ANLFH

<220>
223> HERX

<400> 159

His Val Thr Ile Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr Leu Gln

1 5 10 15

Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg
20 25 30

2105 160
@11y 32

(212> PRT
213> AL

2205
<923> HEHLK

174
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[0122]

400>

160

Arg Phe Val Phe

1

ITe Ser Ser Leu

<2105
211>
212>
213>

220>
223>

<400>

20

161
11

PRT
NI

HERRIX
161

Trp Gly Gln Gly

1

<2105
211>
212>
213>

(220>
(223>

<4005

162
11
NP5

Xl

*Eggj,

162

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

5 10

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

25

~Thr Leu Val Thr Val Ser Ser
5 10

Trp Gly Arg Gly Thr Leu Val Thr Val Ser Ser
1

163
11

PRT
AL

HEZR[X
163

3 10

Trp Gly Gln Gly Thr Met Val Thr Val Ser Ser
1 { oo

210
<400>

000
<210

164
164

165

5 10

175

15
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[0123]

<400>

000

<210
<400>
000

<2105
<4007

000

210>
211>
212>
213>

<220>
223>

<400>

Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
1 5 10

<210>
211>
212>
213>

£220>
223>

<400>

Trp Gly Lys Gly Thr Thr Val Thr Val Ser Ser
1 10

<2105
211>
212>
213

<2202
$223>

<400>

165

166
166

167
167

168

11

PRT
ANLF3

168
5

169
11

PRT

NP3

169

170
23

PRT
AT

170

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

1

5

Glu Arg Ala Thr Leu Ser Cys

20

176

10
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[0124]

210>
211>
<212>
213>

220>
223>

<400>

171

923

PRT
NLFFF

HERIX

171

Glu Ile Val Leu

1

The Gin Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
5 16 15

Glu Arg Ala Thr Letu Ser Cys

<210
211>
212>
213>

<220>
223>

<400

20

172
23

PRI
AT

HEZEIX

172

Asp Ile Gln Met
1

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

Asp Arg Val Thr Ile Thr Cys

Q210>

400>

000

<2109
400>
000

2102
211>
212>
213>

2907
€223

<4002

Asn lle Gln Met Thr Gln Ser Pro Ser Ala Met Ser Ala Ser Val Gly

20

173
173

174
174

175

23

PRT
ANTLFF3)

ALK
175

177
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[0125]

1

Asp Arg Val Thr Ile Thr Cys

<2105
<400>
000

210>
{211
(212>
213>

<2207
223>

20

176
176

177

23

PRT
NLFEF]

HEZEX
177

Ala Tle Gln Leu

1

Asp Arg Val Thr

210>
211>
212>
213>

220>
<223>

20

Asp Ile Gln Leu

1

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

Ile Thr Cys

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

Asp Arg Val Thr Ile Thr Cys

<2102
211>
212>
213>

<2202
23>

<400>

20

179
23

PRT
NLFFI

R
179

178
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Ala Tle Arg Met Thr Gln Ser Pro Phe Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys
20

210> 180
G123

912> PRT
213> ANLFF)

<220 -
223> HEHK

400> 180
Ala 1le Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys
20

210> 181
211> 23
212> PRT
213> ANTLJF%

<2205
€223> HERX

400> 181

[0126]

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

Asp Arg Val Thr Ile Thr Cys
20

(210> 182
<211% 15

212> PRT
213> ALIP3

<920 )
<223> FEHK
400> 182

Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
1 5 10

5 10 15

179
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[0127]

210> 183
<4007 183
000

210> 184
211> 15

212> PRT
213> AL

00>
400> 184

Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Tle Tyr
1 5 10 15

210> 185
211> 15

<212> PRT
213> AN L%

220> |
223> MEHLX

<400 185
Trp Tyr Gln Gln Lys Pro Gly Lys Val Pro Lys Leu Leu Ile Tyr
1 H 10 15

210> 186
Q11> 15

212> PRT
213> ANLF3)

@205
223> REBLX

400> 186
Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Arg Leu Ile Tyr
1 5 10 15

210> 187
211> 15
<912y  PRT
213> ANLFA

<220
223> HEZEIX

<400> 187

180
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[0128]

Trp Phe Gln GIn Lys Pro Gly Lys Val Pro Lys His Leu Ile Tyr
1 5 10 15

210> 188
211> 15

212> PRT
213> A7

20>
293> HEBR

<400> 188

Trp Phe Gln Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu lle Tyr
L 5 10 15

<400> 189
000

210> 190
400> 190
000

210> 191
211> 15

<212> PRT
213> AT

{220 )
223> HERIX

<400> 191

Trp Tyr Gln Gln Lys Pro Ala Lys Ala Pro Lys Leu Phe Ile Tyr
1 o) 10 15

<210> 192
400> 192
000

210> 193
<400> 193
000

210> 194
211> 32

<212> PRT
213> AL

020>
223> HMEZEX

181
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<400> 194

Gly Ile Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr
5 10 15

Leu Thr Ile Ser Ser Leu Gln Ser Glu Asp Phe Ala Val Tyr Tyr Cys
20 25 30

210> 195
211> 32

(212> PRT
213y NLFE¥

<2205

€293> HEHLX

<400> 195

Gly TIle Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15

20 23 0

[0129]
210> 196
211> 32
¢212> PRT
213> AL

<220>
223> MERRX

400> 196
Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30

210> 197
11> 32

<212> PRT
213> ANLFF)
<220

<993> HEBLX

400> 197

182
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Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Val Ala Thr Tyr Tyr Cys
20 25 30

<2105 198
211> 32
@12y PRI
213> ANLPH

@205
223> KR

<400> 198

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr
1 5 10 15

Leu Thr Ile Ser Ser Lsu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30

£210> 199
400> 199
[0130] 000

210> 200
400> 200
000

010> 201
4005 201
000

210> 202
400> 202
000

210> 203
211> 32
212> PRI
213> ATIFFI

<2202
<293> HEZLX

<400> 203

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Thr
1 5 10 15

183
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[0131]

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

<210>
<400>
000

210>

211>

212>
213>

<220>
293>

<400>

1

Leu Thr Tle Ser

210>
211>
<2127

213>

220>
€223

<400>
1

<2102
211>
212>
<213>

<2202
223>

<400>

Phe Gly Gln Gly Thr Lys Val Glu lle Lys
5

20 25

204
204

205
32
PRT

NTIr3

HEZEIX
205

10

\j

20 25

206

10
PRT
N L3
HEZE X

206
10

207

10

PRT
NTFF

HERX

207

X

Phe Gly Gln Gly Thr Lys Leu Glu Tle Lys

1

<210»

5 10

208

184

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr
5

15

Ser Leu Gln Pro Asp Asp Phe Ala Thr Tyr Tyr Cys

30
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[0132]

@11
212>
213>

<220>
<2237

<400>

1

<210>
11>
212>

13>

<220
223>

<1002

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1

<210>

211>
2125

(213>

2203
$223>

LA00>

Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys

1

210
211>
212>
<213

220>
223>

<400>

10

PRT
ANIFF
HEHRIX
208

Phe Gly Pro Gly Thr Lys Val Asp Ile Lys
5

10

209
10

PRT
ATFEF
HEALX

209
5 10

210
10

PRI
NILFF
HEZLX
210

& 10

211
7
PRT
AN LR

CDR
211

Ser Val Gly Pro Met Asp Tyr

1

210>
211>

212
7

185



CN 105198997 B F 5 *k

133/176 7L

[0133]

212> PRT
Q213> ATIFH

0>
223> CDR

<400> 212

Ser Val Gly Pro Phe Asp Tyr
| 5

210> 218
Q11> 7

<212> PRT
213> ATHY)

<2205
<923> (DR

Ser Val Gly Pro Met Asp Val
1 5

210> 214
1> 7

212> PRT
213> ALF%)

D205
223> CDR
<4005 214

Ser Val Gly Pro Phe Asp Ser
1 5

210> 215
211> 7

212> PRT
213> AL

<220
<223> CDR

400> 215
Ser Val Gly Pro Phe Asp Pro
1 5

210> 216
2> 7
<212> PRT

186
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[0134]

213> ANLIFH

220>
223> CDBR

400> 216

Ser Val 6ly Pro Phe Glan His
1 5

Q210> 217
1> 7

€212> PRT
213> A%

220>
223> CDR

400> 217

ser Val Gly Pro Phe Asp Val
L 5

2105 218
Q11 7

212> PRT
213> NTFEH

£220>
<223> CDR

<400> 218
Ser Val Gly Pro Phe Asp lle
1 5

210> 219
211> 7
212> PRT
213> AL

220>
<223> CDR

400> 219
Ser Val Gly Pro Phe Asp Leu
1 5

210> 220
Q11> 9
€212> PRT
213> ANLR3

187
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[0135]

2207
<223> (DR
4007 220

Gln His His
1

2105
co11>
212>
213>

221
1530
DNA
AL

<290>

<223> (D37

<400 221
aagettgeeg

gataceaceg
tctotgaaga
gtgcgecaga
ggtactacet
ageaccgeet
geacgetcag
gggegtagag
ggcggggete
ggcgadagag
taccaacaga
gaaggaatte
agecagectag
tggacatteg
gacaaaacte
ttectettec
tgegtagtyag
ggcgtggasy

cgtgtegtca

Ser
5

5

A G EA

ceatggaage
gagaggtgca
ttteetgtaa
tgeccgggaa
acaaccggasa
acetgeaaty
teggeeottt
setetgotes
getetgaaat
ceaccetete
aacctggeca
cagecaggtt
agecctgaaga
geeaagegac
acacatctee
ceecaaaace
tggacgtgag
tgcataatge

gegtecteac

cccageteag
gctgatgeay

gggetecggt

aggoctegag

gtteaaggge
LALCHRCCTE
cgactectgg
cggteggetet
tgtgttgaca
ctgecgagea
ggecteetagg
cagtescagt
ttttgcagtt

cadgetggaa

acegtgeeea

canggacace

cecacgaagac

caagacaaag

cgtretgeac

Asp Asn Pro Trp Thr

cttetettee
tetggagcay
tactecatica
tggatggaca
caggteacta
aaggectegy
ggeeagggea
ggegeaggty
cagtcetecag
agtgaaaaty
cteecteatet
gectecggga

tattactgtc

dtcaanggty

geacetgaac

cteatpgatet

cetgaggtea

cegegggagy

caggactgge

188

tectgetact
aggteanaaa
ctggetacaa
atattgatce
toteegoega
acacegeeat
coctggtean
gatceggteg
ccacectgte

tttacageta

attttgecaaa

cagacttcac
aacatcatte
ateaggagec
tectegetes
geeggaceee
agttcaacty
agcagtacaa

tgaatggcaa

ctggetocea
goecggagag
tatgaactgg
ttattatggt
caagtccate
gtattactgt
tgteteetoet
¢ggeggatet
tttgteteca
cttageetgg
aaccttagea
t¢teaccate
cgataatceg
cagatettet
accgtcagte
tgaggteaca
gtacgtggac
cdgeacgtac

ggagtacaag

80
120
180
240
300
360
420
480
340
600
660
720
780
840
900
960

1020
1080
1140
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[0136]

tgcaaggtet
gggragecec
aaccaggtca
tgggagagea
gacggeteet
aacgtettet

cteteeetgt

ccaacaaage
gagaaccaca
gectgacctg
atgggeagee
tettecteta
catgetecgt

cteogggtaa

929
503

PR i
ATHH

<2102
N
<212%
213>

220>
223>

<400> 222

Met Glu Ala Pro Ala
1 )

Asp Thr Thr Gly Glu
20
Lys Pro Gly Glu Ser
35

Phe Thr Gly Tyr Agn
50

Leu Glu Trp Met Gly
65

Asn Arg Lys Phe Lys
85

Ser Thr Ala Tyr Leu
100

Met Tyr Tyr Cys Ala
115

Gl

Val Gln

Le

Me

As

70

Gl

Gl

Ar,

ceteccagee
gotgtacace
cetggtcaaa

ggagaacaas

cageadgete

gatgcatgag

atgatetaga

CO3THr Rl S El

n. Leu Leu

Leu

Ile

u Lys Tle
40

t Asn
55

Trp
n Ile Asp
v Gln Val

n Trp Ser

120

g Ser

Yal

ccecategaga
ctaceeecat
ggetictate
tacadgacca
acggltggaca

gotetgeaca

Phe T.eu Leu

10

Gln Ser

Cys Lys

Ser

Val Arg Gln

Tyr Tyr
75

Pro

Tle Ser
90

Thr

Ser
105

Leu Lys

Gly Pro Phe

189

agaceatete
cecgegatgd
caagegacat
cgeetecest
agageaggtg

accactacac

caaagetaaa
getgacecaag
cgeegtggag
getggactee
geageaggeg

geagaagage

Leu

Gly

Gly

Met

60

Gly

Ala

Ala

Asp

Leu Trp lLeu
15

Ala Glu Yal
30

Ser Gly Tyvr

45

Pro Gly Lyvs

Gly Thr Thr

Asp Lys Ser

95

Ser Asp Thr
110

Ser Trp Gly

125

Pro

Gly

Tyr
80

Ile

Ala

Gln

1200
1260
1320
1380
1440
1560
1530
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[0137]

Gly Thr Leu Val

Gly

145

Ser

Gly

Tyr

Tle

Tep

Pro

Glu

Asp

306

Asp

Gly

130

Ser

Glu

Leu

Tyr
210

Ser

Glu

Thr

Lys

Leu

290

Thr

Val §

Val

Gly

Tle

Ala
195

Phe

Gly S

Asp

Phe

Ser

27

Leu

Leu

Glu

Thr

Gly

Val

Glu Arg Ala

180

Trp T

Ala

Phe

Gly
260

Ser

Gly

Met

Val
340

Tyr

The

Gly

Leu

165

The

Lys

- Gly

Ala

245

Glo

Asp

Gly

[le

3 Glu

325

His

Arg

Val

Gly

150

The

Leu

Gln

Thr

Thr

230

Val

Gly

Lys

Pro

Ser

310

Asp

Asn

Val

Ser Ser

135

Ser Gly

Gln Ser

Ser Lys

Gln Lys
200

Gly

Gly

Pro

Arg

185

Pro

Leu Ala Glu

215

Asp Phe

Tyr Tyr

Thr Lys

280

Ser Val
295

Arg Thr

Pro Glu

Ala Lys

Yal Ser

Thr

Cys

Val

265

Thr

Phe

Pro

Val

Thr

345

Val

190

Gly Gly

Gly Gly
155

Ala Thr
170

Ala Ser

Gly Gln A

Gly Lle

Leu Thr
235

Gln His
250

Glu Tle
ser Fro
Leu Phe

Glu Val
315

Lys Phe

330

Lys Pro

Leu Thr

Gly
140

Ser

Leu 5

Glu

Pro

220

Ile

His

Lys

Pro

Pro

300

Thr

Ash

Arg

Val

Ser

Gly

Asn

Pto

205

Ala

Ser

Ser

Gly

Cys

285

Pro

c V5

Trp

Glu

Leu

Gly

Gly

» Leu

Val

190

Arg

Arg

Ser

Asp

Asp

270

FPro

Lys

Val

Tyr

Glu

350

His

Gly

Gly

Ser

175

Tyr

Phe

Leun

Asn

255

Gln

Ala |

Pro

Val

Val

335

Gln

Gln

Gly
Gly
160

Pro

Ser

Ser

Glu

240

Pro

Glu

Pro

Lys

Val

320

Tyr

Asp
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[0138]

Trp
Pro
385
Glu
Asn
ITe
Thr
Lys
465

Cys

Leu

Leu Asn

370

Ala Pro

Pro Gln

Gln Val

Ala Val

435

Thr Pro

450

Leu Thr

Ser Val

Ser Leu

210> 223
211> 23
<212 PRT

213>

220>

<223y HEEF Y

400> 223

1

Gly L

Tle

Val

Ser

420

Glu

Pro

Val

Met

Ser

o

NI

Glu

Tyr

405

Leu

Trp

Val L

Asp

His
485

Pro

2

Glu

Lys
390
Thr

Thr

Glu

Lys
470

Glu

 Gly

Tyr

375

Thr

Leu

Cys

Ser

Asp

455

Ser

Ala

Val I1le Ile Ala Arg Gly Val

(210> 224
211> 20

<912> PRT
213> NLFFH)

20

360

Lys Cys

Ile Ser

Pro Pro

Leu Val

425

Asn Gly

440

Sers Asp

Arg Trp

Leu His

Met Asp Phe Gln Val Gln Ile Phe Ser

191

Lys

l.yg

Ser

410

Lys

Glu

Gly

Gln

Asn
490

Val

Ala

395

Arg

Gly

Pro

Ser

Gln

475

His

Ser

380

lys

Asp

Phe

Glu

Phe

460

Gly

Tyr

365

Asn Lyg

Gly Gln

Glu Leu

Tyr Pro
430

Asn Asn
445

Phe Leu

Asn Val

Thr Gln

Ala
Pro
Thr
415
Ser
Tyr
Tyr

Phe

Lys
495

Leu

400
Lys

Asp

_I ;}’S

Ser

Ser

480

Ser

Phe Leu Leu Ile Ser Ala Ser

10

15

Arg
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<9220 ]
(223> EHTF I

<400> 224
Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro
, 5 10 15
Asp Thr Thr Gly
20

910> 295
211> 16

212> PRT
213> NLRA

220>
(223> EPETRA

400> 225 V | |
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Ser
1 5 10 15

210> 226

Q211> 16

212> PRT
213> NLF3
020>
223 T IPA
400> 228

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ala Ser
1 & 10 15

[0139]

210> 227
211> 16

212> PRT
213> N3
(220>

223> EETFFY

400> 227 |
Gly Gly Gly Gly Ser Gly Gly Ser Gly Ser Gly Gly Gly Gly Ala Ser
1 5 10 15

(210> 228
211> 16

212> PRT
213> NLFr31

220> .
223> HERFI

192
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[0140]

<400> 228

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Thr Gly
1 5

<210> 229
211> 25
<212> PRT
213> ANLFF

Q20>
223> HETA

400> 229

10

15

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
10

1 5
Gly Gly Gly Ser Gly Gly Gly Gly Ser
20 25

210> 230
211> 5

<212> PRT
213> ANT5

@20y
223> BHEFS)

400> 230
Cys Pro Pro Cys Pro
1 5

210> 231
211> 16
€219> PRT
213> NTF3)

220> v
228> BIHEIEY

<AD0> 231

1

€2105 232
<11y 17

<212> PRT
213> NILFe%)

220>
223> B

<400> 232

Ser Glu Pro Lys Ser Ser Asp: Lys Thr
1 5

His Thr Ser Pro Pro
10

15

Cys Pro
15

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

193
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[0141]

1 5) 10 15
Pro

€210> 233
<211» 17
212> PRT _
218> ANTLFF5I

<9935 BSBEFEH

400> 238

Asp Gln Glu Pro Lys Ser Ser Asp Lys Thr His Thr Ser Pro Pro Cys
1 5 10 15

Pro

210> 234
211> 18

<212> PRT
213> ANL%

220>
993> BEERA

400> 234

Gly Asp Gln Glu Pro Lys Ser Ser Asp Lys Thr His Thr Ser Pro Pro
L ) 10 L5

Cys Pro

210> 235
211> 18
<212> PRT
213> NTFeA

220> v

(2237 8LEkFr A

400> 233

Gly Ser Ser Glu Pro Lys Ser Ser Asp Lys Thr His Thr Ser Pro Pro

1 5 10 15
Cys Pro

210> 236
211> 107
212> PRT
213> AT 3

220> |
<223> AIARRRHEX

194
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400> 236
Asp lle GIn Met Thr Gln Ser Pro Ala Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Glu Thr Val Thr Ile Thr Cys Arg Thr Ser Glu Asn Yal Tyr Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Gln Gly Lys Ser Pro Gln Leu Leu Val
35 40 45
Ser Phe Ala Lys Thr Leu Ala Glu Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Gln Phe Ser Leu Lys Ile Ser Ser Leu Gln Pro
65 7 ) 70 75 80
Glu Asp Ser Gly Ser Tyr Phe Cys Gln His His Ser Asp Asn Pro Trp
‘ 85 90 95
Thr Phe Gly Gly Gly Thr Glu Leu Glu Ile Lys
100 105
210> 237
211> 107
<212> PRT
213> ANTH3
@05
(223> WJARRRBEIX
<400> 237
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
[0142] 1 5 10 15
Glu Arg Ala Thr Leu Scr Cys Arg Thr Scr Glu Asn Val Tyr Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Glnh Ala Pro Arg Leu Leu lle
35 40 45
Tyr Phe Ala Lys Thr Leu Ala Glu Gly Ile Pro Ala Arg Phe Ser Gly
50 , 55 60 o
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln His His Ser Asp Asn Pro Trp
» 85 - 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
210> 238
211> 107
<212> PRT
213> ALJ75
<220>
(223> TARRREEX
400> 238
Glu Tle Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Asn Val

20

25

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg

195

Tvr Ser Tyr

30

Leu Leu lle
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35 40 45
Tyr Phe Ala Lys Thr Leu Ala Glu 6ly [le Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser Leu Glu Pro
65 _ 70 75 30
Glu Asp Phe Ala. Val Tyr Tyr Cys Gln His His Ser Asp Asn Pro Trp
85 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
210> 239
211> 107
<212» PRT
213> NILFF¥
Qo0
<4003 239
Glu Tle Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser Gln Asn Val Tyr Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Phe Ala Lys Thr Leu Ala Gla Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60 -
[0143]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 v 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Glo His Hig Ser Asp Asn Pro Trp
85 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105
<210> 240
211> 107
<212> PRT
213> NILFF
<220> .
223> TAERREEX
400> 240 _
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
L 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Thr Ser Glu Ser Val Tyr Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Pge Ala Lvs Thr Leu éla Glu Gly lle Pro ééa‘Arg Phe Ser Gly
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 » 70 ‘ 75 30
Glu Asp Phe Ala Val Tyr Tyr Cys Gln llis llis Ser Asp Asn Pro Trp
85 90 95

196
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[0144]

Thr Phe Gly Gln Gly Thr Lys Val Glu [le Lys

210> 241
211> 116
€212> PRT
213> ALFF)|

(220>

<2235 TAEEEX

<400> 241

Ala Val
1

Ser Val

Asn Met

Gly Asn

50
Lys Gly
Met Gln

Ala Arg

Thr Val

Gln
Lys
Asn
35

Ile
Lys
Leu
Ser

.Sier
115

(210> 242
2117 116
212> PRT
213> NTH¥

220>

(223> M]AREBEIX

400> 242 ‘
Gln Teu Yal

Glu Val

1

Ser Leu
Asn Met

Gly Asn
50

Lys Gly

65

Leu Gln

Ala Arg

Thr Val

Lys
Asn
35

Ile
Gln
Trp

Ser

Ser
115

100

Leu
Ile
20

Trp
Asp
Ala
Lys

Val
100

Ser

Ile
20

Trp
Agp
Val

Ser

Val
100
Ser

Gl Gly

5

Ser C

Yal

Pro

Thr

Ser

85

Gly

5
Ser

Val
Pro
Thr
Ser

85
Gly

Gln
Cys

Arg

Tyr

Ile
70

Lew

Pro

105

Ser. Gly Pro

; Lys Ala Ser

25

s Gln Asn Asn

Tyr Gly Gly
Thr Val Asp
Thi Ser Glu

Met Asp Tyr
105

Ser Gly Ala

Lys Gly Ser
25

Gln Met Pro

40

Tyr Gly Gly

29 )
Ser Ala Asp

Lys Ala Ser

Met Asp Tyr
105

197

Glu Ser Glu
0o
Gly Tyr Ser

Gly Lys Ser
Thr Thr Tyr

Lys Ser Ser
73

Asp Ser Ala

90

Trp: Gly Gln

Glu Val lLys
10
Gly Tyr Ser

Gly Lys Gly
Thr Thr Tyr

Lys Ser Ile
75

Asp Thr Ala

20

Trp Gly Gln

Lyg

Phe

Leu
45

Asn
Ser
Val

Gly

Lys
Phe

Leu

Asn

Ser

Met

Gly

Pro
Thr
Glu
Arg
Thr
Tyr

Thr
110

Pro
Thr
30

Glu
Arg
Thr
Tyr
Thr
110

Gly
Giy
Trp

Lys

Ala T

Tyr

Ser

Gly

15

oy ¢

Trp

Lys
Ala
Tyr

Leu

Ala
Tyr
Ile
Phe
lyr
Cys
Val

Glu
Iyr
Met
Phe
Tyr
80

Cys

Val
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[0145]

<210> 243
211> 116
212> PRT
213> AT

(220>

993> T AFEEEX
400> 243

Glua Val
1

Ser Leu

Asn Met

Gly Asn

50
Lys Glv
65
Leu Gln

Ala Arg

Thr Val

Gln

Lys

Asn

35
Ile

Gln
Trp
Ser

Ser
115

(210> 244
211> 116
(212> PRT
13> NP3

Leu Yal Glu
5

Ile Ser Cys

20

Trp Val Arg

Asp Pro Tyr

Val Thr Ile

, 70

Ser Ser Leu
85

Val Gly Pro

100

Ser

220> o
223> AIAREEEX
400> 244

Glu Val
1

Ser Leu

Asn Met

Gly Asn

50
Lys Gly
65
Leu Gln

Ala Arg

Thr Val

Gln

Trp
Ser

Ser
115

210> 245
211> 116

Leu Val Gln

5
Lle Ser Cys
20

Trp Val Arg

Asp Pro Tyr

Val Thr Ile
70
Set Ser Leu
85
Val Gly Pro
100
Ser

Ser Gly Ala

Lys Gly Ser
25
Gln Met Pro

Tyr Gly Gly
55
Ser Ala Asp

Lys Ala. Ser

Met Asp Val
105

Ser Gly Ala

Lys Gly Ser
25
Gl Met Pro
40
Tyr Gly Gly
55
Ser Ala Asp

Lys Ala Ser

Phe Asp Tyr
105

198

Glu
10

Gly
Gly
Thr
Lys
Asp
90

Trp

Glu
10

Gly
Gly
Thr
Lys

Asp

90
Trp

Val Lys
Tyr Ser
Lys Gly
Thr Tyr

Ser lle

Thr Ala

Gly Gln

Val Lys

Tyr Ser

Lys Gly

Thr Tyr !

S

er Tle ¢
Tﬁr Ala M
Gly Gln

Lys
Phe
Leu
45

Asn
Ser

Met

Gly

Gly

Pro
Thr
30

Glu

Arg
Thr
Tyr

Thr
110

s Pro

: Fhl‘

30
Glu

Arg

- Thr

Tyr

Thr
110

Gly Glu
15

Gly Tyr
Trp Met

Lys Phe

Ala Tyr

80
Tyr Cys
95
Leu Val

‘G}y Glu

15
Gly Tyr

Trp Met
Lys Phe
Ala Tyr

80
Tyr Cys

Leu Val
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212> PRT
213> AT

220>

€400, 245
Glu Val Glo Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pre Gly Glu
L 5 10 15
Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Thr Gly Tyr
_ 20 25 30
Asn Met Asn Trp Val Arg Gln Met Pro Gly Lys Gly Lew Glu Trp Met
35 40 45
Gly Asn Ile Asp Pro Tyr Tyr Gly Gly Thr Thr Tyr Asn Arg Lys Phe
50 55 60 __
Lys Gly Glo Val Thr Lle Ser Ala Asp Lys Ser Lle Ser Thr Ala Tyr
65 70 75 80
Leu Gln Trp Ser Ser lLeu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95
Ala Arg Ser Val Gly Pro Phe Asp Ser Trp Gly Gln Gly Thr Leu Val
_ _ 100 103 110
Thr Val Ser Ser
115

210> 246

211> 217

212> PRT
[0146]  <213> AT.J¥%1

<220>
<223> AlgGl CH2AUCH3[X

<4007 246
Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
L 5 10 15
Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
20 25 30
Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr
35 40 45
Val Asp Gly Val Glu Val llis Asn Ala Lys Thr Lys Pro Arg Glu Glu
50 55 60
Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
65 0 75 80
Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
85 90 95
Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln
100 - 105 ) 110
Pro Arg CGlu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu
115 120 ‘ 125
Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
130 135 ‘ - 140
Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
145 150 155 160
Tyr Lys Thr Thr Pro Pro Val Teu Asp Ser Asp Gly Ser Phe Phe leu
) 165 170 175
Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val

199
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[0147]

180

185

190

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

195

200

Lys Ser Leu Ser Leu Ser Pro Gly Lys

210

210> 247
211> 473
<212 PRT

$213>

<220
£993>

<4007
Asp

1
Glu

Leu

Ser

Ser
65

Glu

Thr

tily

Gln

Cys

145

Lys

Ty

Leu

Leu

Pro

225
Leu

Ala
Pro
Val
Val

305
GIn

ANTIPF

247

ﬂ

CO3THRF A D

Tle Gln Met Thr
o

Thr Val Thr

Ala
Phs
50

Gly

Asp

Trp
35
Ala

Ser

Ser

20
Tyr

Lys
Gly
Gly

Phe Gly Gly

Gly
Ser
130
Lys
Gln
Tyr
Thr
Tht
210
Met
Glu
Pro
Lys
Val
290
Asp

Tyr

Gly

115

Gly
Ala
Asn
Gly
Val
195
Ser
Asp
Pro
Glu
Asp
275
Asp
(11}7

Asn

100
Gly

Pro
Ser

Asn

Gly

180
Asp

Glu
Tyr
Lys
Leu
260
Thr
Val
Val

Ser

8}
Ile

Gln

Thr

The
Ser

Gly

Ser
Glu
Gly

Gly

165
Thr

Lys

Asp

Trp
Ser
245
Leu

Leu

Ser

Glu

Thr

215

A

Gln Ser
Thr Cys
Gln Lys

Leu Ala
55
&ln Phe

Tyr Phe
Thr Glu
Gly Gly
Ser Glu
135
Tyr Ser
150
Lys Ser
Thy Tyr
Ser Ser
Ser- Ala
21h
Gly Gln

230
Ser Asp

Gly Gly

Met Tle

His Glu
295
Val His
310
Iyr Arg

Fro Ala
Arg Thr
Gln Gly

40
Glu Gly

Ser Leu
Cys Gln

Leu Glu
105
Gly Gly
120
Lys Pro
Phe Thr
Leu Glu
Asn Arg
185
Ser Thr
200
Val Tyr
Gly Thr
Lys Thr
Pro Ser
265
Ser Arg
280
Asp Pro
Asn Ala

Val Val

200

Sér
10
Ser

Lys §

Val
Lys
His
Ile

Ser S

Gly
Gly
Trp
170
Lys
Ala
Tyr
Ser
His
250
Val
Thr
Glu

Lys !

der

Tle €

Phe
Tyr

Cys

Val T
235

Ser
Asn
Pro

Ser

 Ser

Ser

Phe Let

Pro G

Val
h7
Val

300
Lys

Lieu

205

Ala
Val
Gln
15

Arg

Ser

Asp

F Gly

a Val

125

 Val

Met

- Asn
s Gly

Gln

205
- Arg

-~ Val
¢ Pro
Phe

' Val
285

Phe

Pro

Thr

sSer

Tyr S
30
Leu

Phe S

Leu
Asn

Gly
110

Gln L

Asn Try

Ile A

Ly\
180
Leu

Ser ¥

Ser
Pro
Pro

270
Thr

Asn Tr

Arg

Val L

Gly
r Tyr
Val
Gly
Prn
Trp

7 Ser

i Gln

» Ser

Val
160
v Pro

Thr

s Ser

Gly

r Asp

240
Pre

o Lys

s Val

Tyr

- Glu

320
His
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325
Gln Asp Trp Leu Asn Gly Lys
340
Ala Leu Pro Ala Pro Ile Glu

Pro Arg Glu Pro Gln Val Tyr
370 375

Thr Lys Asn Gln Val Ser Leu

385 _ 390

Ser Asp lle Ala Val Glu Trp

Tyr Lys Thr Thr Pro Pro Val
420
Tyr Scr Lys Leu Thr Val Asp
435

Phe Ser Cvs Ser Val Met His
450 455

Lys Ser Leu Ser Leu Ser Pro

465 470

210> 248
<211> 473
212> PRT
213> NTFF)

990>
223> CD3TErRMESEN

<400> 248
Glu 1le Val Leu Thr Gln Ser
L 5
Glu Arg Ala Thr Leu Ser Cys
20

Leu Ala Trp Tyr Gln Gln Lys
35

Tyr Phe Ala Lys Thr Leu Ala

50 o 55
Ser Gly Ser Gly Thr Asp Phe

65 70
Glu Asp Phe Ala Val Tyr Tyr

85
Thr Phe Glyv Gln Gly Thr Lys
100
Gly Gly Gly Gly Ser Gly Gly
115

Gln Ser Gly Ala Glu Val Lys

130 135
Cys Lys Gly Ser Gly Tyr Ser
145 150
Arg Gln Met Pre Gly Lys Gly

165
Tyr Tyr Gly Gly Thr Thr Tyr
180
Tle Ser Ala Asp Lys Ser Ile
195

Leu Lys Ala Ser Asp Thr Ala

Glu Tyr
345

Lyvg Thr

360

Thr Les

The Cys

Glu Ser

Léu Asp
425

Lys Ser

440

Glu Ala

Gly Lys

Pro Ala

Arg ThJ

Thi Leu
Cys Gln
Vil Glu
Gly Gly
120
Lys Pro
Phe Thr
Leu Glu
Asn Arg
185
Ser Thr

200
Met Tyr

201

330
Lys

Ile S

Pro
Lau
AsH

410
Ser

Arg

Leu

Thr
Ser
Gln
Ile
Thr
Ilis
90

Tle
Thr
Gly
Gly

Trp

170
Lys

Ala

Tyr

Asp

His

Led
Glu
Ala
Pro
Tle
75

His
Gly
Glu
Tyr
155
Met
Phe

Tyr

Cys Ala Arg S

Lys

~ Lys

Ser
380

- Lysg
r Gln

Gly

Gln

Asn
460

Ser
Asn
Pro
Ala
60

Ser
Ser
Gly
Glu

Ser

140

Asn

Gly
Lys

leu

Val
Ala
365
Arg

Gly

Pro

Ser
Gln

445
His

Leu
Val
Arg
Arg
Ser

Asp

Gly G

Val
125

Leu
Met .
Asn

Gly

Gln
205

Ser
350
Lys
Asp
Phe
Glu
Phe
430
Gly

Tyr

Ser
Tyt
30

Leu

Phe

Leu

Asn

Ile

190
Trp

335
Asn

aly G
Glu L

Tyr B
Asn
415
Phe

Asn

Thr

Pro
Ser
Leu

Ser

Glu t

Pro

rGly §

Let

5 Tle ¢

Trp

Asp
175

“Val *
Ser S

Val 6

400
Asn

Leu

Val

Gln

Gly
Tyr
Ile
Gly
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Pro Met Asp Tyr 1

225
Glun

Ala

Pro

Val

Val Asp

305
Gln

Gln
Ala
Pro
Thr
385
Ser
Tyr
Tyr
Phe

Lys
465

210

Glu

Pro:

Lys

Val
290

Tyr

Asp

Leu.

Arg
370
Lys
Asp
Lys
Ser
Ser

450
Ser

2105 2
211> 4
2125 P

213>

<2202
223>

400> 2
Glu I1le Val Leu Thr Gln Ser

1
Glu
Leu
Tyr
Ser
65
Glu

Thr

Pro Lys ¢

Glu Leu
260

Asp Thr L

275
Asp Val

Asn Ser

Trp Leu
340

355
Glu Pro

Asn Gln

Ile Ala V
Thr Thr

o420
Lys Leu
435

Cys Ser

Leu Ser

49
73
RT

ANTFH]

Gly Val

Pro Ala

Thr
Val

Leu

C374F M55

49

5

~G1v

230

Ser A

(le

Met 1

His
Val
310
Tyr

Gly

( Il\’—‘ 1

v Val

-

; berﬁ

Glu

¥ Pro ¥

Val
Met

Ser
470

%

Arg Ala Thr Leu Ser

20

Ala Trp Tyr Gla Gln

35

Phe Ala Lys Thr Leu

50

Gly Ser Gly Thr Asgp

70

Asp Phe Ala Val Tyr

85

Phe Gly Gln Gly Thr

455
Pro

S|

Cys
Lys

Ala
55

Phe

Ty

Lys

Gly Thr
Lys Thr
Pro. Ser

265
Ser Arg

Asp Pro

- Asn Ala

Val Val
Glu Tyr
345
Lyg Thr
ThrVLeu
The Cys
Glu Ser
Leu Asp
425
Lys Ser
440
Glu Ala

Gly Lys

Pro Ala
Arg Ala
- 25
Pr@ Gly
0
Glu Gly
Thr Leu
Cys Gln

Val Glu

202

Lo
His
250
Val
Thr
Glu
Lys
Ser
330
Lys
Tle
Pro

Leu

Asn
410

Ser

Arg

Leu

Thr

Ser

Gln

Ile
Thr
Hig
90

Lle

Val
235
Thy
Phe
Pra
Val
Thr
315
Yal
Cys
sSer
Pro
Val
395
Gly
Asp
Trp

His

Leu

Glu

Ala
Pro Ala Arg

Ile

75
His

Lys

290
The

Ser
Leu
Glu
Lys
300
Lys
Leu
Lys
Lys
ser
380
Lys
Gln
Gly
Gln

Asn
460

Ser
Agn

Pro

60

Ser

Ser

Gly

Val
Pro
Phe
Val
285
Phe
FPro
Thr

Val

Ala

365
Arg

Gly
Pro
Ser
Gln

445
His

Leu

Val

Arg

45

Ser
Asp
Gly

Ser
Pra
Pro
276
Thr
Asn
Arg
Val
Ser
350
Lys
Asp

Phe

Glu

Phe
430
Gly

Tyr

Ser

Tyt
30
Leu

Phe S

Leu
A&N

Gly

Ser

Cys
255

Pro
Cys

Trp

Glu

Leu
335

Asn

Gly

Glu

Tyr

Asn
415
Phe |

Asn

Thr

Pro
15
Ser

Leu

Glu
Pro

Gly

Asp
240

Pra

Lys
Val
Tyr
Glu
320
His
Lys
Gln
Leu
Pro

400
Asn

Val

Gln

Gly
Tyr
Ile
Gly
Pro
Trp

Ser

Leu
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Gly Gly Gly

Gln
Cys
145
Arg

Tyr

Ile Ser

Leu
Pro
225
Gln

Ala

Pro

Val

Val
305

Gln
Gln ¢

Ala

Pro

Thr
385

Ser
Tyr

Tyr

Phe

Lys
465

Ser

130
Lys

Gln

Tyr

Lys
210
Phe
Glu
Pro

Lys

Val
290

Asp

Tyr

Leu

Arg
370
Lys
Asp
Liys
Ser
Ser

450
Ser

115

100
Gly

Gly Ala

Gly
Met
Gly
Ala

195
Ala

Asp

Pro

Glu

Asp

275
Asp

Gly

Asn

3 Trp

Pro
355
Glu
Asn
1le
Thr
Lys
435
Cys

Leu

<210> 250
211> 473
212> PRT

Q13> AT

<2202

223>  CDSTHER M

Ser:

Pro
Gly
180
Asp

Ser:

Tyr
Lys
Leu
260
Thr
Val
Val

Ser

Ley
340

Ala

Pro
Gln
Ala

Thr

420
Leu

Ser

bl

Ser
Glu

Gly °

‘Gly

165

Thr

Lyg
Asp
Trp

Ser
245

Leu

Leu
Ser
Glu
Thr
325
Asn
Pro

Gln
Val

Val

405

Pro

Thr
Val

~Leu

The
Gly
230
Ser
Gly
Met
His
Val
310
Tyr
Gly
Lle
Val
Ser
390
Glu
Pro
Val
Met

Ser
470

Gly

| Lys

135
- Ser

Gly

Ty

~ le

Ala
215
Gln
Asp
Gly
Ile

Glu
295

His

Arg
Lys
Glu
Tyr

375
Leu

Trp G

Yal
Asp
His
455
Pro

EH

Gly
120
Lys
Phe
Len
Asn
Ser
200
Met
Gly
Lys
Pro
Ser
280
Asp
Asn
Val
Glu
Livs

360
The

Lys
440

105
Gly
Pro
Thr
Glu
Arg
185
Thr
Tyx
Thr
Thr
Ser
265
Arg
Pro
Ala
Val
Tyr
345
Thr

Leu

Cys

Ser

Asp
425
Ser

Thr Gly Glu

Gly
Gly
Trp

170
Lys

Ala

Tyr
Leu
His
250
Yal
Thr
Glu
Lys
Ser
330
Lys
Ile
Pro
Leu
Asn
410

Ser

Arg

Glu Ala Leu

Gly

Lys

203

Glu
Tyr
155
Met
Phe

I'yr

Cys

Val
235

Thr ¢

Phe

Pro

Val

Ser
140
Asn

Gly

Lys

List

Ala

Thr Lys

315
Val

Cys

Ser [

Pro
Val
395
Gly
Asp
Trp

His

Gln

Gly
Gln

Asn
460

Val
125

Leu

Met
Asn
Gly
Gln

205
Arg

~ Yal
- Pro

Phe

Val
285

's Phe
Pro A
- Thr
s Val

g Ala

365
Arg

s Gly

Pro
Ser
Glo

445
His

110
Gln

Leu

Lyvg lle

Asn
Tle

Gln
190

Trp

Ser
Ser

FPro

Pro

270
Thr

Asn

Val
Ser
3560
Lys

Asp

Phe T

Glu

Phe
430

Gly

Tyr

Trp
Asp
175
Val
Ser
Val
Ser
Cys

255
Pro

o)

Cys

Trp

Glu G

Leu
335

Val
Ser
Val
160
Pro
Thr
Ser
Gly
ASD
240
Pro
Lys
Val

Tyr

Asn Ly

G]y

Glu L

Tyr
Asn
415
Phe

Asn

Thr

Asn
Leu
Val
Gln
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<AQ0> 250
Glu 1le Val Leu

1

Glu Arg Ala Thr

Leu
Ty
Ser
65

Glu
Thr
Gly
Gln

"

Cys
145
Arg
Tyr

Ile

Leu

Pro

225
Gln

Ala

Pro

Val V

Val
305

Gln

Gla

Ala [

Pra
Thr
385
Ser

Tyr

Tyr

Ala

Phe Ala Lys

50
Gly

Asp

Ser Gly

Phe Ala |

Phe Gly Glu

Gly Gly Gly
Ser Gly Ala

130

100
115

Lys Gly Ser

Gln
Tyr Cly Gly
Ser Ala Asp

Lvs
210
Phe

Glu

Lys

Ser

Met Pro G

180

195
Ala Ser

Asp Ser

Pro Lys

Clu Leu
260

Asp Thr |
Asp Val S

Gly Val

Asn Ser

Trp Leu
340

Pro Ala

355

v Glu Pro

v Asn Gln
Ile Ala
Thr Thr

420
Lys Leu

435

Thr
Leu S

;: Gln

Thr

Thr

Asn
Pro
Gln
Val
Val

405
Pro

Thr

Gln

Gln
Leu
Asp
70

Tyr

Thr

Val

Ty

150
Lys

Thr

Thr

Gly
230
Ser

Gly

- Met

His

Val
310

Gly
Tle
Val

Ser
390

Glu

Pro

Val

Ser Pro Ala Thr Leu

Cys
Lys
Ala |

55
Phe

Arg

Tyr Cye

Lys
Gly
Lys
135
Ser
Gly
Tyr
I1le
Ala
215
Gln
Asp
Gly
Ile
Glu
295
His
Arg
Lys
Glu
Tyr
375
Len
Trp
Val

Asp

Ala
25
Gly

1 Gly

= Leu

Gln

Glu
105

sy Gly

Met

Gly

Lysg 7
Pro &

Ser /

280
Asp

Asn
Val
Glu

Lys
360

Thir

Thr

Glu

Leu

Lys
440

s Pro

s Thr

Glu

Pra

Ala

Yal.

Tyr

345

Thr
Leu
Cys

Ser

Asp
425

Ser

204

10

Ser Glu
Gla Ala
1le Pro
The Tle

75

His His
90

Ile Lys
Thr Gly
Gly Glu

Gly Tyr

155

Trp Met G

170

' Lys Phe

Ala Tyr

e Tyr Cys

Leu Val

235

Hig Thr S

250
Val Phe

o Thr Pro (

Glu Val

Lys Thr

315
Ser: Val
330
Lys Cys

1le Ser

Ser
Asn
Pro
Ala
60

Ser

Ser

Gly

Ser

Pro Prao Ser

Leu Val
395

Asn Gly

410

Ser Asp

Arg Trp

Lys
Gln
Gly
Gln

Leu
Val
Arg
Arg
Ser
Asp
Gly

Val

125
Leu

~Met
v Asn

5 Gly

= Nal S

Pro
Phe
Val

285
& Phe

g Pro

Thy

g Val
s Ala

365
Arg

Pro

Ser

Glo

445

Ser

Tyr
30

Leu

Phe

Leu

Asn
Gly
110
Gln

Lys 1

1le !
Gln

190
Trp

Ser

Pro
Pro
270
Thr
Asgn
Arg
Val
Ser
350
Lys
Asp
Phe
Glu

Phe
430

Pro
15

Ser
Lisu
Ser
Glu
Pro
95

Gly
Leu

Trp

Pro
Cys

Trp

‘Glu'

Leu

335

Asn

Gly €

Glu
Tyr
Asn

415
Phe

r o Asn

Gly

Tyr

Tle
Gly
Pro

80
Trp

Ser

Val

s Ser

Val
160

y Pro
Thr

- Ser

Gly

* Asp

240
Pro

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

Lys Ser Leu Ser Leu Ser Pro Gly Lys

465

450

<210> 251
211> 480
212> PRT
213> N L%

<220
2235 CD3THFFihas

400> 251
Ala Val Gln Leu
1

Ser

Asn

Gly

Lys
65
Met

Ala

Thr
Gly
Ser
145
Cys

Lys

Ala

Phe

Tyr

225
Lys

His
Val
Thr
Glu

305
Lys

Val

Met

Asn

50

Gly
Gln

Arg

Val
Gly
130
Pro
Arg

Pro

Glu |

Thr
210
Cys
Val
Thr
Phe
Pro
290
Val

Thr

LYS‘
Asn
35

Ile
Lys
Ser
Ser

115
Ser

Gln
Glu
Ser
Leu
275
Glu
Lys

Lys

Ile
20

Trp
Asp
Ala
LY g
Val
100
Ser

Gly

a Thr

- Ser

rGln
180

rlle

Thr
His
Tle
Pro
260
Phe
Yal
Phe

Pro

Gli
5.
Ser
Val
Pro
Thr
Ser

85

Gly
Gly
Gly
Leu
Glu
165
Ala
Pro
Ile
His
Lys
245
Pro
Pro
Thr
Asn

Arg
323

470

Gln
Cys
Lys
Tyr
Leu
70

Leu
Pro
Gly
Gly
Ser
150
Ast ¥
Pro
Ala
sSer
Ser
230
Gly
Cys
Pro
Cys

Trp
310

455

A

Ser
Lys
Gln
Tyr
55

Thr
Thr
Met
Gly
Gly

135
Leu

Val

Arg
Arg

Ser

215
Asp

Ser

Pro

Lys

Val
295
Tyr

Gly

Asni

40
Gly

Val

Ser

Asp ”

Gly
120
Ser
Ser
Tyr
Leu
Phe
200
Leu

Asn

Ser

Ala

Pro
280

Val v

Val

Ala

Pro
Ser

25
Asn

105
Ser

Ala
Pro
Ser
Leu
185
Ser

Glu

Pro

Glu

Pro
265
Lys
Val

Asp

Glu Glu Gln Tyr

205

© Trp Gly

Glu Ser
10
Gly Tyr

Gly Lys

v Thr Thr

Lys Ser
Asp Ser
90
Gly Gly
Ser Glu
Gly Glu
Tyr Leu
170
Tle Tyr
Gly Ser
Pro Glu
Trp Thr
235
Pro Lys
200
Glu Leu
Asp Thr
Asp Val

Gly Val

315

Asn Ser
330

460

Glu Lys Pro
Ser Phe Thr

Ser Leu Glu ”

45
Ty Asni Arg
60
Ser Ser Thr
Ala Yal Tyr
Gln Gly Thr
110
Gly Gly Ser
125
Ile Val Leu
Arg Ala Thr
Ala Trp Tyr
Phe Ala Lys
Gly Ser Gly

205
Asp Phe Ala

Phcrﬂly Gln Gl

Ser Ser Asp

Leu Gly Gly

Leu Met llo :

285

Ser Hig Glu

300

Glu Val His /

Thr Tyr Arg

Py

Gly
G]y

Lys
Ala

Ala
Tyr

 [le

Phe

Tyr Cys

95

Ser §

The

Leu S

Gln
175

Thr
Thr
Val

Gly Gly

Gln
Leu
Asp
Tyr
Thr
240
lhr
Ser
Arg
Pro
Ala

320
Val
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Ser Val Leu Thr

Lys €
lle
Fro
385
Leu

Asn

Ser

355

340

Ser Lys Ala

370

Val
Ser

Lys

Pro Ser Arg Asp

Val Lys Gly

Gly Gln Pro

420

Asp Gly Ser

435

Arg Trp Gln Gln

450

Ley His Asn His

465

210> 2

211>
(212>
213>

<220
<2237

1

52

172
PRT
ATLTP3

Phe
405

Glu Asn Asn |

Phe

Lleu His

Asn Lys

Gly Gln
375

Glu Leu °

390

Ty Pro

Phe Leu

Gly Asn Val

Tyr

455
Thr Gln
470

CO3THr AP S

400> 252
Glu Ile Val Leu Thr

Glu Arg Ala

Leu Ala

Tyr

145

»J\Yr s

Leu

Leu

Phe

Thr

Thr Ser Glu Asp

210

Trp
35

Ala
Ser
Phe
Gly
Gly

115
Gly

5 Ala

Asn
Gly

Val
195

Thr

20
Tyr

Lys
Gly
Ala
Gln
100
Gly
Pro
Ser
Asn
Gly

180
Asp

5

Leu

Gln

Thr

Thr
Val
85

Gly
Ser
Glu
Gly
Gly

165
Thr

Lys

Gln Ser
Ser Cys
Gln Lys
Leu Ala
55

Asp Phe
70

Tyr Tyr
Thr Lys
Gly Gly

Ser Glu

135

Tyr Ser
150
Lys Ser

Thr lyr

Ser Ser

Ser Ala

215

Gln

Tyr
440
Phe

Lys

Pro

Arg

Asp
345
Leu

Arg

Lys

Asp

v Lys

425
Ser

Ser

Ser

Ala

Pro: Gl

Glu
Thr
Gys
Yal
Gly
120
Lys

Phe

Leu
Asn

Ser

200
Val

Leu
Gln
Gluy

105

Gly

Pro

Thr

Glu
Arg

185
Thr

206

Trp Leu
Pro Ala
Glu Pro
Asn Gln
395
Ile Ala
419
Thr Thr
Lys Leu
Cys Ser

Lew Ser
A75

Thr Leu $

10

~ Ser Glu

Gln Ala

Tle Pro A

Thr Ile
75

Hig His

90
Ile Lys

Asn
Pro
Gln
380
Val
Val
Fro
Thr
Val

460
Leu

Gly
lle
365
Val

Ser

Glu 1

Pro
Val
445
Met

Ser

Leu S

Val

y Arg L

45

’.Arg
- Ser L

~ Asp o

iy Gly G

Ala Ser Al

Gly Ala

Gly Tyr
155

Trp lle

170

Lys Phe

Ala Tyr

Tyr Cys

Ser
140
Asn
Gly
Lys
Met

Ala
220

Val
125

Val
Met A

A gn I

Arg

Lys
350
Glu
Tyr

Leu

Yal
430
Asp
His

Pro

Gln 1
205

Glu
Liys
Thr
Thr
Glu
415
Leu
Lys
Glu

Gly

Pro

15
Ser

Leu

& Ser

Glu
Pro
95

Gly
Leu
Ile

Trp

5 A sp

175
Ala

Lys
Val

Ty

Thr

Leu

Cys
400
Ser

Asp

Ser

Ala

Lys
480

Gly
Tyr
Ile
Gly
Pro
Trp
Ser
Gln
Ser
Val
160
Pro
Thr
Ser

Gly
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Pro Met Asp Tyvr Trp
225
Glu Pro Lys Ser Ser
_ 245
Pro Glu Leu Leu Gly
260
Lys Asp Thr Leu Met
_ 275
Val Asp Val Ser His
290
Asp Gly Val Glu Val
305
Tyr Asn Ser Thr Tyr
325
Asp Trp Leu Asn Gly
340
Leu Pro Ala Pro Ile
355

Arg Glu Pro Gln Val

370 v
Lys Asn Gln Val Ser
385

Asp Tle Ala Val Glu

05

Lys Thr Thr Pro Pro
420

ser Lys Leu Thr Val
435

Ser Cys Ser Val Met

450
ser Leu Ser Leu Ser

465

210> 253
<211> 483
<212» PRT
213> NT.HFH

<220

<2235 (D374 B4

<400> 253
Glu Val Gln Leu Val
1 5
Ser Leu Lys Ile Ser
20

Asn Met Asn Trp Val
35

Gly Asn Ile Asp Pro

50

65

Gly Gln
230

Asp Lys
Gly Pro

Lle Ser

Glu Asp
295

His Asn

310

Arg Val

Lys Glu
Glu Lys
Tvr: Thr
375
Leu Thr
390
Trp Glu
Val Leu
Asp Lys
His Glu
455
Pro Gly
470

HH

Gln Ser

Cys Lys

Arg Gln

Tyr Tyr
55

70

Gly Thr Ser Val

Thr His

Ser Val
265

Arg Thr

280

Pro Glu

Ala Lys
Val Ser
Tyr Lys
345
Thr Tle
360
Leu Pro
Cys Leu
Ser Asn
Asp Ser
425
Ser Atg
44()
Ala Leu

Lys

Gly Ala

Gly‘Ser
25

Met Pro

40

Gly Gly Thr
Lys Gly Gln Val Thr Lle Ser Ala Asp

Thr
250
Phe
Pro
Val
Thr
Val
330
Cys
Ser
Pro
Val
Gly
410
Asp
Trp

His

Lys

235
Ser

Leu
Glu
Lys
Lys
315
Leu
Lys
Lys
Ser
Lys
395
Gln
Gly
Gln

Asn

1 Val

r Tyr

7 Lys

Thr

Ser
75

Leu Gln Trp Ser Ser Leu Lys Ala Ser égp Thr

85

Thr
Pro
Phe
Val
Phe
300
Piro
Thr
Val
Ala
Arg
380
Gly
Pro
Ser
Gln

Hisg
460

Lys
Ser

Gly

Tyr
60
Lle

Ala

Val
Pro
Pro

Thr
285

Asn ]

Arg
Val
Ser
Lys
365
Asp
Phe
Gly
Phe
Gly

445
Tyr

Lys
Phe

Leu

Agn A

Ser

Met

Ala Arg Ser Val Gly Pro Phe Asp ?gg Trp Gly Gln Gly

100

207

Ser
Cys
Pro

270
Cys

Glu
Leu
Asn
350
Gly
Glu
Tyr
Asn
Phe
430

Asn

Thr

Pro

Thr
30

Glu "

Thr
Tyr

Thr
110

Ser
Pro
255
Lys
Val
'Iy T
Glu
His

335
Lys

Gln

Leu
Pro
Asn

415
Leu

Val

Gln

Gly

15

Gly T

Irp

Lys

Ala 1

Tyr

Leu

Ser
240

Ala

Pro
Val

Val

Gln

320
Gln

Ala

Pro

Thr

Ser
400

Tyr

Tyr
Phe

Lys

Glu
Iyr
Met
Phe
I'yvr
80

Cys
Val
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Thr
Gly

Leu

145

Thy

Tvr

Lys

Gly

Ala

225

Gln

Asp

Gly

Ile

Glu
305
His

Arg

Lys

Glu

Tyr

385

Leu

Trp

Val
Asp
His

465
Pro

Val

Gly
130

Thr

Leu
Gln
Thr

Thr
210

Val T

Gly
Lys
Pro
Ser
290
Asp
Asn
Val
Glu
Lys
370
Thr
Thr
Glu
Leu
Lys

150
Glu

Gly L

210> 2
211> 4
212> P

213>

220>
<023

Ser Ser
115

Ser Gly
Gln Ser
Ser Cys

Gln Lys
180

Leu Ala

195
Asp Phe

Tyr Tyr
Thr Lvs
Thr His
- 260
Ser Val
275
Arg Thr
Pro Glu
Ala Lys
Val Ser
340
Tyr Lys
355
Thr 1le

Leti Pro
Cys lLeu
Ser Asn

420
Asp Ser
Ser Arg

Ala Leu

54
73
RT

FR:

CD3THE 57

Gly
Gly
Pro
Arg
165
Pro
Glu
The
Cys
Val
245
Thr
Phe
Pro
Yal
Thr
325
Val
Cys
Ser
Pro
Val
405
Gly
Asp
Trp
His

i

Gly
Gly
Ala
150
Ala
Gly
Gly
Leu
Gln
230
Glu
Ser
Leu
Glu
Lys
310
Lys
Leu
Lys
Lys
Ser

390
Lys

Gln

Gly
Gln

Asn
470

ik

Gly 6

Gly S
135
Thr

Ser

Gln

ITe §

The
215
His
lle
Pro
Phe
Val
295
Phe
Pro
Thr
Val
Ala
375
Arg
Gly
Pro
Ser
Gln

455
His

E

T]e

F Ser Gly
r Gly Gly 6

Ser Leu S

Asn Val
170
Pro Arg

His Se

Lys

Fro €

Pro
280
Thr
Asn
Arg
Val
Ser
360
Lys
Agp
Phe
Glu
Phie
440
Gly

Tyr

265

Cys Val
Trp Tyr
Glu Glu
Leu His
345

Asn Lys
Gly Gln
Glu Leu
Tyr Pro
Asn Asn

425
Phe Leu

Asn Val P

Thr Gln

208

Gln
Ala
Pro
Val

Val
315

Gln
Gln

Ala
Pro
Thr
395
Ser

Tyr

Tyr

Lys

475

vy Gly G
v Gly

140
Pro

= Ser

- Leu |

Ser
Glu
220
Pro
Glu
Pro
Lys
Val
300
Asp
Tyr
Asp
Leu
Arg
380
Lys
Asp
Lys

Ser

5 Ser

160
Ser

Ser

r Glu

by Glu

285

Gly
Asn
Trp
Pro
365
Glu
Asn
Ile
Thr

Lys

445

Cysg

Leu

- Leu

> Tyr
190
Ser
Glu
Thr
Lys
Leu
270
Thr
Val
Val
Scer
Lieu
350
Ala
Pro
Gln
Ala
Thr
430
Leu

Ser

Ser

Gly
1le
Arg

Ala
175
Phe

Gly

Asp
Phe

Ser
255
Letu

Leu |

Glu
Thr
335
Asn
Pro
Gln
Val
Val
415
Pro
Thr
Val

Leu

Gly
Val
Ala
160
Trp
Ala
Ser
Phe
Gly
24()

Ser

Gly

Ser His

320
Tyr

Gly
1le
Val
Ser
400
Glu
Pro
Val
Met

Ser
480
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<400> 254
Glu Lle Val

1

Let

Glu Arg Ala Thr

Leu Ala Trp

Tyr
Ser
65

Glu
Thr
Gly
Gln
Cys
145
Arg
Tyr
Tle
Leu
Pro
225
Gln
Ala
Pro
Val
Val
205
Gln
Gln
Ala
Pro
Thr
385
Ser
Tyr

Tyr

Phe
50

Gly

Asp
Phe
Gly
Ser
130
Lys
Gln
Tyr
Ser
Lys
210
Met
Glu
Pro
Lys
Val
290
Asp
Tyr
Asp
Leu
Arg
370
Lysg
Asp
Lys

Ser

35
Ala

Ser

Phe

Gly
Gly

115

Gly
Gly

Met
Gly
Ala
195
Ala
Asp
Pro
Glu
Asp
275
Asp
Gly
Asn
Trp
Pro
355
Glu
Asn
Ile
Thr

Lys

20
Tyt

Lys

Gly

Ala

Gln
100
Gly

Ala

Ser
Pro

Gly
180

Asp L

Ser

Val T

Lys
Leu
260
Thr
Val
Val
Ser
Leu
340
Ala
Pro
Gln
Ala
Thr

420
Leu

Thr

Leu
Gln
Thr
Thr
Val
85

Gly
Ser
Glu
Gly

Gly
165

Thr

Asp

T'rp

Ser

245
Leu

Leu
Ser

Glu

Thr
325

Asn
Pro
Gln
Val
Val
Pro

Thr

Glo
Ser
Gln
Lieu
Asp
70

Tyr
Thr
Gly
Val
Tyr
150
Lys
Thr
Ser
Thr

Gly
230

Ser A

Gly C

Met

His G

Val
310
Tyr

Gly

Ser
Cys
Lys
Ala
Phe
Tyr
Lyg
Gly
Lys
135
Ser
Gly
Tyr
Lle

Ala
215

Ile Glu

Val °
Ser .
G]u
Pro |

Val 4

Pro Ala Thr L

Arg
Pro
40

Glu
Th¥
Cys
Val
Gly
120
Lys
Phe
Leu
Asn
Ser
200
Met

Gly

¢ Lys

y Pro

e

g Ser

280
A.sp

Asn

Val

- Glu

Lys 1
360
Thr

TH‘I“

Glu
Leu

Lys

Ala
25

Gly
Gly
Leu
Gln
Glu
103
Gly
Pro
Thr

Gla

Arg 3

185
The

Tyt
Thi
Thr

o

ber
265
Arg

Pro

Ala ]
Val :

Cyg
Ser
Agp

425
Ser

209

10

Ser

Gla 4

Ile

The ]

Hisg
90
1le

Thr &

Gly
Gly

170

Leu
Asn
410
Ser

Arg

Set

Asn

1 Pro

Ala

- Ser

5 Ser

vs Gly

Phe

Pro

u Val
s Thr

315
Val

C’ys

ser
Pro
Val
395
Gly
Asp

Txrp

y Glu

Ser
140
Asn

 Gly

Lys

yir Leu

s Ala

10y
L i

Thr
Ser
Leu
Glu
Lys

300
Lys

Leu

Lys

Lys

Ser

380
Lys

Gln

Gly
Gln

Leu

Val |

Arg
45
Arg

Ser

Asp /

Gly
Val
125
Leu
Met

Asn

Gly G

Gln

205

Arg
Val
Pro
Phe
Val

285
Phe

Pro
Thr
Val
Ala

365
Arg

Gly

Pro
Ser

Gln

Ser

190
Trp

Ser
Ser
Pro
Pro
270
Thr
Asn
Ars
Val
Ser
350
Lys
Asp
Phe
Glu

Phe

430

Gly A

Prao
Ser
Leu

Ser

Glu

Pro

y Gly

Leu
Ile
Trp
Asp
175
Val
Ser
Val
Ser

Cys
255

Pro

Cys

Glu

Leu

335

Asn
Gly
Glu

Tyvr

Gly
Tyr
Tle
Gly
Pra
80

Trp
Ser
Val
Ser
Val
160
Pro
Thr
Ser
Gly
Asp
240
Pro
Lys
Yal

h Tyt

Glu
320
His
Lys
Gln
Leu
Pro

400
Asn

s Leu

Val
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435

Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
455
Lys Ser Leu Ser Leu Ser Pro Gly Lys

450
465
<210> 255
211> 15
212> PRT
213> N LJPA

<220> o
223> EEEIX

<400> 255

1
<210> 256
211> 15
212> PRT
213> NP3

@220y
$223»  ACEEIX

400> 256

1
$210» 257
211> 15
<2122 PRT
213> NP3

2200
223> EHEX

400> 257

Glu Pro Lys Ser Ser Asp Lys Thr His
L 5

210> 258
211> 15
<912> PRT
213> ANLFE3

<90 B
293> EEER

<400> 258

Glu Pro Lys Ser C

1

470

440

210

1

1

T

10

445
460

0

0

hr Cys Pro Pro Ser

s Asp Thr Pro Pro ?gof@ys Pro Arg Cys Pro

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

15

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

15

Pro
15

15
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210> 259
211> 15
<212>» PRT
213> ANTLFF3

220>
223> EUEEX

<400> 259

1 5 10 15

<2105 260
211> 15

212> PRT
213> AT FE3

20>
(223> BEEX

<400> 260

Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Ser Pro Arg Cys Pro

1 5 10 15

210> 261
911> 15
<2125 PRT v
213> AN LTPHY

220>
<223> EEIX

<400> 261 ‘
Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Ser Pro
1 ) 10 15

<210> 262
211> 493
212> PRT
213> N LFP%)

<9905 , o
<223> CD3THr s S EA

<400> 262

Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg Ser Pro

Met Glu Ala Pro Ala Gln Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro

1 5 10 15

Asp Thr Thr Gly Giu Tle Val Leu Thr Gln Ser Pro Ala Thr Leu Ser

20 25 30

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Asn

35 40 45

Val Tyr Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Giy Gln Ala Pro

211
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Arg
65
Arg

Ser

Gly

Val
145
Leu
Met:

Asn

Gly
(Ilﬂ
225
Arg

Val

Pro

Phe

Val
305

Phe

Pro

Thr
Val
Ala

385
Arg

Gly

Pro
Ser
Gln

465
His

50

Leu Leu Tle -

Phe Ser Gly

Leu

y Asn

Gly
130

Gln Leu

Lys

Asn

Lle

Gln

210

Trp

Ser

Ser

Pro

Pro
290
Thr
Asn
Arg
Val
Ser
370
Lys

Asp

Phe T

Glu
Phe
450
Gly

Tyr

Glu

Pro
115

Gly

Ile

Trp

Asp
195
Val

Ser

Val

Ser

Cy g

275
Pro

Trp
Glu
Leu
35b
Asn
Gly
Glu
I'yr
Asn

435
Phe

Asn

Thr

Pro
100
Trp
Ser
Val
Ser
Val
180
Pro

Thr
Ser L

Gly

Asp
260

Pro

Lys

s Val

Tyr

Glu

340
His

Lys
Gln
Leu
Pro
420
Asn
Leu

Val
Gln

Ser
85

Glu
The
Gly
Gln
Cys
165
Arg
Tyr
Ile

Pro
245
Gln

Ala
Pro
Val
Val

325
Gln

Gin

Ala
Pro
Thr

405
Ser

Tyr L

Tyr
Phe

Lys
485

Phe A
70

Gly S
Asp

Phe G

Gly
Ser
150
Liys
Gln
Tyr
Ser
Lys

230
Met

Glu

Pro
Lys
Val
310
Asp
Tyr
Asp
Leu
Arg

390
Lys

Asp

Ser

Ser
470
Ser

G]y

Gly

Met

Gly (

Ala
215
Ala
Asp
Pro
Glu
Asp
295
Asp
Gly

Asn

Trp

Pro
375
(J].U
Asn

Lle

g Thr

Lys 1
455

Cys S

Leu S

Lys

- Gly
- Ala
v Gln

120
Gly

Ala
Ser

Pro

ThriLeu

Yal
Val
Ser

Lieu

360

Ala Pro

Pro
Gln
Ala

Thr

Thr |

Val
105
Gly
Ser
Glu
Gly
Gly

185
The

Lys

Asp
Trp
Ser

265
Leu

Ser
Glu
Thr

345
Asn

Gln
Val

Val
495

r Pro
] ‘T]h:“r
- Val

- Lieu

212

Tyr
Thr
Gly
Val
Tyr
170
Lys
Gly
Ser
Thr
Gly
250
Ser
Gly
Met
His
Val
330
Tyr
Gly
Lle
Val

Ser

Glu Trp

Pro

Val Asp

Met

Ser

490

Ala
75

p- Phe

Tyr

Ser
Gly
Tyr
Ile
Aa
235
Arg
Asp
Gly
Ile
Glu

315
His

s

Glu

Tyr

395

Leu

Val

Hig
475
Pro

60
Glu

Thr

Cys

5 Val

Gly
140

- Lys

Phe
Leu
Ala
Sér
220
Met
Gly
Lys
Pro
Ser
300
Asp
Asn
Val
Glu

Lys
380

Thr 1
Thr

Glu
Leu
Lys
460
Glu
Gly

Gly Tle
Leu Thr

Gln His
110

Glu Ile

125

Gly Ala

Pro Gly

Thr Ser

Glu Trp
190

Gln Lys

205

Thr Ala

Tyr Tyr
Thr Leu
Thr His

270
Ser Val

285
Arg Thr

Pro Glu

Ala Lys

Val Ser

350
Tyr Lys
365

Thr Lle

Leu Pro

Cys Leu

Ser Asn

430
Asp Ser
445

Ser Arg
Ala Leu

Lys

Pro
Ile
His
Lys
Ser
Glu
Tyr
175
Met
Phe

Tyr

Cys
Yal

255

Thr

Phe

Pro
Val
Thy

3356
Val

Cys

Ser

Pro

Val
415
Gly
Asp
Trp

His

Ala
80

Ser
Ser

Gly

Glu

Ser
160
Asn
Gly
Gln
Leu
Ala
240
Thr

Ser

Leu

Glu

Lys
320
Lys
Leu
Lys
Lys
Ser
400
Lys
Gln
Gly
Gln

Asn
480
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<210> 263
211> 10
<212> PRT
213> A

400> 263
Glu Pro Lys Ser Cys Asp Lys Thr His Thr
5 10

<2105 264
11> 4

<2125 PRT
213> BA

400> 264
Cys Pro Pro Cys
1

210> 265
11> 4
<212> PRT
213> A

<400> 265

Gly Thr Cys Tyr

1

£210% 266
211> 473
{212» PRT
213> N3

<2905
<223> CDSTHrRMEEEA

400> 266

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

1 5 10

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Asn Val

20 25

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg

35 40

45

Tyr Phe Ala Lys Thr Leu Ala Glu Gly Ile Pro Ala Arg

50

60

Ser Gly Ser Gly Thr Asp Ph@‘Thr Leu Thr Ile Ser Ser

65 70

Glu Asp Phe Ala Val Tyr Tyr Cys Gln His His Ser Asp
85

90

Thr Phe Gly Gln Gly Thr Lys Val Glu lle Lys Gly Gly

100 105

Gly Cly Gly Gly Ser Gly Gly Gég Gly Thr Gly Glu Val

115

75

125

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

130 135

213

140

Ser
Tyr

Leu

Phe

Leu
Asn

Gly
110

Gln

Lys

Pro Gly
15

Ser lyr
Leu Ile

Ser Gly

Glu Pro

80
Pro Trp
95

Gly Ser

Leu Val

Ile Ser
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Cys
145
Arg
Tyr
Ile
Leu
Pro
225
Gln
Ala
Pro
Val
Val
305
Glu
Gln
Ala
Pro
Thr
385
Ser

Tyr

Phe

Lys
465

Lys Gly Ser

Gln Met Pro

Tyr Gly Gly

Ser
Lys
210
Phe
Glu
Pro
Lys
Val
290
Asp
T\ﬁ:’
Asp
Leu
Arg
370
Lys

Asp

Lys

Ser

Ala
195
Ala
Asp
Pro
Glu
Asp
275
Asp
Gly
Asn

Trp

Pro
355

Glu

Asty
Ile
Thr

“Lys

435

Leu

210> 267
<211> 473
<212> PRT
213> NT.FE%)

<2905
993> CD3TH ML

400> 267

1

180
Asp

Ser

Pro
Lys
Leu
260
Thr
Val
Val
Ser
Leu
340
Ala
Pro
Glo
Ala
Thr
420
Leu
Ser

Ser

Gly
Gly
165
Thr
Lyvs

Asp

Trp

Ser
245
Leu
Leu
Ser
Glu
Thr
325

Asn

Pro

Gln

Val
Yal
405
Pro
Thr
Yal

Leu

Tyr
150
Lys
Thr
Ser
Thr
Gly
230
Ser
Gly
Met
His
Val
310
Ty
Gly
Ile
Val
Ser
390
Glu
Pro
Yal
Met

Ser
470

Ser Phe Thr Gly Tyr

Gly Leu Glu

Tyr
1le
Ala

215
Gln

Asp
Gly
Ile
Glu

295
His

Arg
Lys
Glu
Tyr

375
[ieu

Trp

Val

Asp

His
455
Pro

GEA

Asn
Ser
200
Met
Gly
Lys
Pyo
Ser
280
Asp
Asen
Val
Glu
Lys
360
Thr
Thr
Glu
Leu
Lys
440
Glu
Gly

Arg

185
Thr

Tyr
Thr
Thr
Ser
265
Arg
Pro
Ala
Val
Tyr
345
Thr
Leu
Cys
Ser
Asp
425
Ser

Ala

Lys

Trp
170
Lys

Ala

Tyr
Leu
His
250
Val
Thr
Glu
Lys
Ser
330
Lys
Ile
Pro
Leu
Asn
410
Ser
Arg

Leu

155
Met

Phe

Tyr
Cys
Val
235
Thr
Phe
Pro
Val
Thr
315
Val
Cys
Ser
Pro
Val
395
Gly
Asp

Trp

Asn
Gly
Lys
Leu
Ala
220
Thy
Ser
Leu
Glu
Lys
300
Lys
Leu
Lys
Lvs
Ser
380
Lys
Gln
Gly

Gln

1§ Asn

460

Met
Asn
Gly
Gln
205
Arg
Val

Pro

Phe

Val
285

Phe

Pro
Thr
Val
Ala
365
Arg
Gly
Pro

Ser

Gln

445
His

Asn
Ile
Gln
190
Irp

Ser
Ser
Pro

Pro
270
Thr
Asn
Arg
Val
Ser
350
Lys
Asp
Phe
Glu
Phe
430
Gly

Tyr

Trp ¥

Asp P
175

Val T

Val G

Ser.~

Cys
255

Pro L
Cys V
Trp
Glu €

Leu
335
Asn
Gly
Glu
Tyr
Aol’l
415
Phe

Asn

Thr

15

320
His

Lys
GIn
Leu
Pro
400
Asn
Leu
Val
Gln

Glu Ile Val Leu Thr Gln Ser Pro Ala }Br Leu Ser Leu Ser Pro Gly

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Asn Yal Tyr Ser Tyr
20

214

30
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Leu
Tyr
Ser
b5

Glu
Thr
Gly
Gln
Cys
145
Arg
Tyr
Lle
Leu
Pro
225
Gln
Ala
Pro
Val
Val
305
Gln
Gln
Ala
Pro
385
Ser
Tyr
Tyr
Phe

Lys
465

Ala

Phe
50
Gly

Asp

Phe

Gly

Ser
130
Lys
Gln
Tyr
Ser
Lys
210
Met
Glu
Pro
Lys

Val
290

Asp

Tyr

Asp

Leu
Arg
370
Lys
Asp
Lys
Ser
Ser

450
Ser

Trp
35
Ala

Ser

Phe

Gly

Gly
115
Gly

Gly

Met
Gly

Ala
195

Ala

Glu
Pro
Glu
Asp
275
Asp
Gly

Asn

Pra
355
Glu

Asn
Ile
Thr
Lys

435
Cys

Leu S

Tyr
Lys
Gly
Ala

Gln
100

Gly

Ala
Ser
Pro
Gly
180
Asp
Ser
His
Lys

Leg
260

The

Val
Val

Ser

Leu

340

Ala

Pro
Gln
Ala
Thr
420

Leu

Ser

Gln
Thr
Thr
Val
85

Gly

Ser

Glu

Gly
Gly
165
Thy

Lys

Asp y

Trp

Ser
245

Leu
Leu
Ser
Glu
Thr

325
Asn

Pro

Gln

Val
Val

405

Pro
Thr
Val

+ Leu

Gln
Leu
Asp
70

Ty
Thr
Gly
Val
Tyr
150
Lys
Thr

Ser

Gly
230
Ser
Gly
Met
His
Val

310
Tyr

Gly

Tle
Val

Ser
390

Glu

Pro

Val
Met

Ser
470

Lvs

Ala
55

Phe

Tyr

Lys

Gly G

LV%‘
135

Ser

Gly

Tle

-~ Ala

215
Gln

Asp
Gly
Lle
Glu

295
Hig

Arg

Lys
Glu

Tyx
375

Leu T
Trp
Val 1
Asp L
His

455
Pro

Pre Gly Gln

40
Glu

Thr

Phe
Leu
Asn
Ser
200
Met
Gly
Lys

Pro

Glu
Gly

Gly

Leu T

3 Gln

Glu
105

v Gly |

& Proe

Thr

Glu T

Arg L

185
Thr

Ty1
Thr
Thr
Ser

265
Arg

3 Pro

Ala '

Val

Tyr
345

s Thr
- Leu

r Cys

1 Asp ¢

425

g Ser

Ala

Lys

215

lle

170

Ala
Tyr
Licu
His
250
Val
Thr

Glu

?30

1 Ser Asn G

Arg

Leu His Asn

Ala
Pro
Ile
Hls
Lys
Gly

;o Glu

¢ Tyr

155
Met

Phe
Tyr
Cys
Val

235
Thr

Pro

Val

Trp

Pro
Ala
60

Ser
Ser
Gly
Glu
Ser
110
Asn
Gly
Lys
Leu
Ala
220
Thr

Ser

> Leu

Glu
Lys
300
Lys

Leu

s Lys
> Lys

» Ser

380

| Lys G
; Gln
Gly

(J]. n

460

Arg
45

Arg |

Ser
Asp
Gly
Val
125
Lieu
Met
Asn
Gly
Gln
205
Atg

Val

Pro

Phe
Val
285
Phe
Pro
Thr
Val

Ala
365

Arg

Pro

Gln
445
His

Lys
Asn
Tle
Gln
190
Trp
Ser
Ser
Pro
Pro
270
Thr
Asn
Arg
Val
Set
350
Lys
Asp
Phe
Glu
Phe
430
Gly

Tyr

Leu
Ser
Glu

Pro
95

vy Gly

Leu
lle

Trp

Asp

175
Val

Ser

Val

Ser

Cys

255

Pro
Cys
Trp
Glu

Leu
335

Asn

Gly
Glu
Tyr
Asn

415
Phe

Asn

Thr

Tle
Gly
Pro
80

Trp
Ser
Val
Ser
Val
160
Pro
Thr

Ser

Gly

Asp

240
Pro

Lys
Val
Tyr
Glu
320
His
Lys
Gln
Leu
Pro
400
Asn
Leu
Val
Gln
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<2105 2
11> 4
€212 P

213>

<2207
223>

<4002 2
Glu Tle Val Leu Thr

68
73
RT

CD3TH: Ttk

68

ANTFF

blu Arg Ala Thr

Leu Ala T

Tyr
Ser
65

Glu
The

Gly

Gln Ser

Cys
145
Arg
Tyr
Ile
Leu
Pro
225
Gln
Ala
Pro
Val
Val
305
Gln
Gln
Ala

Pro

Phe
50

Gly
Asp
Phe
Gly

130
Lys

Gln

Tyr
Ser
Lys
210
Phe
Glu
Pro
Lys
Val
290
Asp
Tyr
Asp
Leu

Arg

Irp
35

Ala
Ser
Phe
Gly
Gly
115
Gly
Gly
Met
Gly
Ala
195
Ala
Asp
Pro
Glu
Asp
275
Asp

Gly

Trp

Pro
355
Glu

20
Tyr

Lys
Gly
Ala
Gln

100
Gly

Ala

Ser
Pro

Gly
180

Asp .
Ser !
Val
Lys &

Leu [

260

Thr 1.
Val S

Val

Ser

Lieu
340
Ala

Pro

5
Leu

Gln
Thr
Thr
Val
35

Gly

Ser

Glu

Gly

Gly
165

Thr

Pro

Gln

HEHEN

Gln
Ser
Gln
Leu
Asp
70

Tyr
Thr
Gly
Val
Tyr

150
Lys

Thr

$ Ser

- Thr

- Gly
230

Ser

g Gly

1 Met

His

1 Val

310
Tyr

Gly Lys €

Ile
Val

Ser
Cys
Lys
Ala
55

Phe
Tyr
Lys
Gly
Lys
135
Ser
Gly
Tyr
1le

Ala
215

Gln G

Asp

Gly |
Tle §
Glu f

295

Hig

Arg

Glu |

Tyr

Pro
Arg
Pro
Glu
Thr
Cys
Val
Gly
120
Lys
Phe
Leu
Asn
Ser

Met

Ala

Gly
Leu
Gln
Glu
105
Gly
Pro
Thr
Glu
Arg
185
Thr

Tyr

r Thr
s Thr

Ser
265

© Arg
y Pro

Ala L

Val

Tyr
345
g Thr

- Leu

216

Thr
10
Ser

; Gl

Tle
Thr
His
Ile
Thr
Gly
Gly
Trp
170
Lys
Ala
Tyr
Met
s
250
Val
Thr

Glu

Ser
330
Lys
Tle

Pro

Lew Ser

Glu Asn
Ala Pro

Pro Ala
60

Ile Ser

75

His Ser

Lys Gly

Gly Glu

Glu Ser
140

Tyr Asn

15a

Met Gly

Phe Lys
Tyr. Leu
Cys Ala
220
Val Thr
235
Thr Ser
Phe. Leu
Pro Glu

Val Lys
300

s Thr Lys

315
Val Leu

Ser Lys

Pro Ser

Leu
Val
Arg
Ar

Ser
Asp
Gly
Val
125
Leu
Met
Asn
Gly
Gln

205
Arg

Val

Pro

Phe |

Val
285

Phe /
Pro

Thr

Val

Ala
365

Ser
Tyr
30

Leu
Phe
Leu
Asn
Gly
110
Gln

Lys

AS_H i

Ile
Gln
190
Tep
Ser

Ser

Pro

Val

Ser
350
Lys

Pro
15

Ser
Let
Ser
Glu
Pro

G]y

Leu

Ile

Asp
175

Yal
Ser

Val ¢

Ser

Cys
255

i Pro

Cys

1 Trp
Glu

Let
335
Asn

Gly
Arg Asp Glu

Gly
Tyr
Ile
Gly
Pro
Tep
Ser
Val

Ser
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[0164]

Thr
385
Ser

Tyr
Tyr
Phe

370

Lys Asn Gln Val Ser

Asp
Lys
Ser

Ser
450

Tle Ala
Thr Thr

420
Lys Leu
435

Cys Ser

Lys Ser Leu Ser

465

210> 269
911> 473
<212> PRT
Q13> ANTFF

<290
€223> CD3THF kst

400> 269
Glu Ile Val Leu Thr

1

Glu

Leu

Tyr

Ser

Glu
Thr

Gly
Gln

Cys

145

Arg

Tyr
Ile

Leu

Pro

225

Gln
Ala

Arg

Ala T
Phe A

50
Gly

Asp
Phe
Gly
Ser
130
Lys
Gln
Tyr
Ser
Lys
210
Phe
Glu

Pro

Ala lhr

Ser Gly

Phe Ala

Gly Gln
100

Gly Gly

115

Gly Ala

Gly Ser
Met Pro
Gly Gly
180
Ala Asp
195
Ala Ser
Asp lle
Pro Lys

Glu Leu

Val
405
Pro
Thr

Val

Leu

5

Leu
r Gln

v The

Thr

Val

85

Gly

Ser

Glu

Gly

Gly
165
Thr
Lys
Asp
Trp
Ser

245
Leu

390
Glu

Pra
Val
Met

Ser
470

%

Gln
Ser
Gln
Leu
Asp
70

Tyr
Thr
Gly
Val
Tyr
150
Lys
Thr
Ser
Thr
Gly
230
Ser

Gly

375
Leu

Trp
Val
Asp
His

455
Pro

H

Ser

Lys
Lys
Ala
55

Phe
Tyr

Lys

Gly

Lys
135
Ser

Gly

Tyr

Ile
Ala

215
Gla

ASD
Gly

The
Glu
Lot
Lys
440
Glu

Gly

Pro
Arg
Pro
Glu
Thr
Cys
Val

Gly

120
Lys

Phe
Leu
Asgn
Ser
200
Met
Gly
Lys

Pro

Cys
Ser
Asp
425

Ser

Ala

Lys

Pro
Thr
Glu
Arg
185
Thr
Tyr
Thr
Thr

Ser

217

Leu
Asn
410
Ser

Arg

Leu

a Thr

Ser

v Gln

r Tle
g Thr

Hig
Ile
Thr

Gly «
Gly T

Trp
170
Lys
Ala
Tyr
Met
His
250
Val

Val
395
Gly
Asp
Tep

His

Leu

Glu

Ala

Pro

Ile
5
Hisg

Met
Phe

Tyr
Cys
Val

235

Thr

Phe

380
Lys

Gln
Gly
Gln

Asnh
460

Ser
Asii
Pro
Ala
60

Ser

Ser

s Gly
- Glu

Y

Setr
140

* Asn

Gly

Lys

Leu

Ala

220
Thr

Ser

Leu

Gly
Pro
Ser
Gln

445
His

Leu

Val T

Arg
45

Arg
Ser
Asp
Gly
Val
125
Len

Met

Asn

Gly

Gln
205

Arg
Val
Pro

Phe

Phe
Glu
Phe
430
Gly

Ty

Ser
Iyy
30

Leu
Phe
Leu
Asr
Gly
110
Gln
Lys
Asn
Lle
Gln
190
Trp
Ser
Ser
Pro

Pro

Tyr

Asn
415

Phe

A St

Thr

Pro
15

Ser
Let
Ser

Glu

Pro

Gly

Leu
Ile
Trp
Asp
175
Val

Ser

Val

Ser

Cys
255
Pro

Pro
400

Asn

Leu
Val

Gln

Gly
Tyr
Ile
Gly
Pro
Trp
Ser
Val
Ser
Val
160
Pro
Thr
Ser
Gly
Asp
240
Pro

Lys
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260 265 270
Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
_ 275 280 285
Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr
290 v 295 300
Val Asp Gly ¥Yal Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
305 ) 310 315 320
Glo Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
_ : 325 330 335
Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
340 345 350 _
Ala Leu Pro Ala Pro Lle Glu Lys Thr lLle Ser Lys Ala Lys Gly Gln
355 360 365
Pro Arg Clu Pro Glu Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu
370 v 375 380 _
Thr Lys Asn 6ln Val Ser Leu Thr Cys Lew Val Lys Gly Phe Tyr Pro
385 390 395 400
Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
. v 405 410 415
Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
_ 420 425 430
Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Irp Gln Gln Gly Asn Val
135 440 445
Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
450 455 460
Lys Ser Leu Ser Leu Ser Pro Gly Lys
465 470
[0165]  <210> 270
211> 116
212> PRT
213> NLFF5)
220> _
223> HHEWFY
220>
221> Atk
222> 1, 16
<223> Xaa = AlagiGlu
220>
291> ?E&k
222> 5
<223 Xaa = GlnBkVal
220>
221> ZF4k
222> 9
223> Xaa = ProifAla
220>
221> AR
222> 11
223> Xaa = SerBkVal
220>

218
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[0166]

221>
(222>
<223

220>

221>

{2225

<223>

<2207
221>
{2222
223>

<220>

221>

24
> Xaa = AlagliGly

B
12

Xaa = Gludklys

Tk
18 ‘
Xaa = ValBileu

45tk

‘~jp'§§ﬁk
38 ;
3> Xaa = LysikArg

Atk
10 |
Xaa = AsniigMet

41

222> 41

<223

220>

221>
222>
223>

220>
291>
222>

223>
<220>

221>
Q222>
223>

<2207
221>
£222>
(223>

<2207
221>
K222
223>
<2207
221>
222>

Xaa = AsnBlPro

RIS

44

Xaa = SermfGly
Ak

48 |
Xaa = TleBiMet

A4k
67 i}
Xaa = LysiiGln

AF Ak

68, 72

Xaa = Alad{Val
Ak

70

Xaa = LeudkIle

gl
71, 91

219
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[0167]

<223>

Xaa =

220>

221>
$202>
<223>

220>
<221>
222>
223>

<220>
221>

Atk
76
Xag =

Ak
81
Xaa =

ik
83

222> 8

223>

220>
221>

222> |

<223>

<2202
221>
£222>
223>

220>
221>
222>
223>

Xaa =

AR fk
84
Xda. =

154k
87

Xaa. =
AR

88
Xaa =

1 Ak
> 89

223> Xaa =

2215 ik
> 93

220>
221>
222>
223>

220>
221>
222>
<228>

<2205
221>
(2225
223>

Xaa =

ik
103
Xaa =

R
105
Xaa =

21k
111
Xaa =

ThrakSer

Seray] le

MetEl Leu

LeuB% Trp

LysBiSer

ThrEkLys

SerdiAla

GludiSer

ValikiMet

MetBPhe

TyrakSer

Serfleu

220
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400> 270
Xaa Val Gln Leu Xaa Gln Ser Gly ¥aa Glu Xaa Xaa Lys Pro Gly Xaa
1 5 10 15
Ser Xaa Lys Ile Ser Cys Lys Xaa Ser Gly Tyr Ser Phe Thr Gly Tyr
20 25 30
Asn Met Asn Trp Val Xaa Gln Xaa Xaa Gly Lys Xaa Leu Glu Trp Xaa
35 40 45
Gly Asn Ile Asp Pro Tyr Tyr Gly Gly Thr Thr Tyr Asn Arg Lys Phe
50 55 60
Lys Gly Xaa Xaa Thr Xaa Xaa Xaa Asp Lys Ser Xaa Ser Thr Ala Tyr
65 70 75 80
Xaa Gln Xaa Xaa Ser bLeu Xaa Xaa Xaa Asp Xaa Ala Xaa Tyr Tyr Cys
85 90 95
Ala Arg Ser Val Gly Pro Xaa Asp Xaa Trp Gly Gln Gly Thr Xaa Val
100 105 110
Thr Val Ser Ser
115

210> 271
11> 107
<212> PRT
Q213> ANILTF

220> -
223> HAERERY]

220>

[0168] <22?> bk
@1
(293> Xaa = AspEiClu

920>

221> 7F{K

€222 3

€923> Xaa = GlnmkVal

<220

921> Afk

92> 4

993> Yaa = Mot®{Lou

€220>

221y Bk

222> 13

(223> Xaa = Alai{leu

(220>

221> ARk

222> 15

<2235 Xaa = ValB(Pro

€220

221> Ak

2225 18

(223> Xaa = ThrE{Arg

221
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£220>
(221>
(292>
223>

<2207
K221

2227 7

(223>

220>
221>
222>
€223

(220
221>

<oo2>

<223

<2207
221>
292>
<2935

<2207
221>

Ak
CAE
Xaa = ValikAla
7 {k

o

Xaa = IleiklLeu
Bk

23, 12
Xaa = ThrikSer
GIaTN

25 )
Xaa = ThrikAla

£y
40 v
Xaa = GlnBPro

B
42

929> 43

[0169]  <223>

2205
(221>
(222>
<2237

$220>
221>
<222>

X&a;lyﬁﬁGhl

Tk
3, 60
Xaa = SerilAla

RS
45 .
Xaa = GlnikArg

21> A
2225 48, 58
3» Xaa = ValBille

49

> Xaa = SerikTyr

> AR

70 ,
Xaa = GlnEAsp

222
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[0170]

Glu

<2995
223>

74
Xaa =

220>
01>
{222
223>

AR A
79
Xaa

<220>
221> A
<2222 83

223> Xad = Ser
£220>
<221
<2227
€2923>

Bk
84
Xaa

= Gly
<220
221>
(229>
223>

Atk
85
Xaa =

220>
221>
222>
223>

AEik
87
Xaa =

<_2:20>
221>
22>
223>

24k
100

Xaa = Gly

2207
2212
223>

A5 fhs
103

Xaa = Glu

221> Aok
> Xaa =

Leu

00> 271
Xaa Tle Xaa
1
Glu Thr
20

Tyr

Xaa Xaa

Ala Trp
35

Xaa Phe Ala

50

Gly Ser

Leu
Lys

Ser
65

Gly
Asp Xaa Xaa

Thr Phe Gly Xaa

LysEkThr

G1nBkGlu

BPhe

aiAla

SerakVal

Phemi Tyr

aGln

HLys

mval

Xaa.T@r Gln Ser

6]
Xda Xaa Cys

Gln Gln Lys
Thr Leu Ala

BB
Thr Xaa Phe
70
- Xaa Tyr
85
Gly Thr

Xaa

Xaa

Pro Ala Thr Leu

10
Arg Xaa Ser Glu
25
Xaa Gly Xaa Xaa
40
Glu Gly Xaa Pro

Ser
Agn
Pro

- Xaa
60

Xaa Leu Xaa lle Ser

Cys Gln His His

90

Xaa Glu lle Lys

223

Ser

- Xaa Ser

Val Tyr
‘ 30
Xaa Leu
45

Arg Phe

Ser Leu

Asp Asn

Ser

Xaa Gly
15
Ser Tyr

Leu Xaa

Gly

Pro
80

Pro Trp
95

Xaa
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[0171]

100 105

210> 272
Q11> 5

212> PRT
213> AT

220>
223> EEFIE

400> 272 _
Gly Gly Gly Gly Ser
1 5

210> 273
211> 10

(212> PRT
213> NIJ7F]

@20y
(223> EEFIE

<400> 273

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
: i

o

210> 274
@11r 15
<212> PRT
213> NT.F#]

@220
223> EHETIK

<400> 274

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly S
1 5 10 1

210> 275
911> 20

<212> PRT
Q213> ANLF%)]

<220
223> T

<A00> 275 | |
Gly Gly Cly Gly Ser Gly Gly Gly Gly
1 5
Gly Gly Gly Ser
20

210> 276

211> 4
212> PRT

224

10

Ser Gly Gly CGly Gly S
10 1
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[0172]

213> NL3)

220> -

<400, 276
Gly Ser Gly Ser
1

210> 277
211> 6

<2125 PRT
213> N7

@0
993> YAEF Ik

400> 277
Gly Ser Gly Ser Gly Ser
1 5

210> 278
211> 8

212> PRT
213> N5

@205
223> MBI

400> 278 v
Gly Ser Gly Ser Gly Ser Gly Ser
1 5

<210» 279
211> 10
<2125 PRT
213> AT

<220 »
223> EETFIE
400> 279

1 10

<210> 280
Q11> 6

<2125 PRT
213> NTLFF

<290 _
<2230 EHEFAE

225

Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser
5
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[0173]

<400> 280
Gly Gly Ser Gly Gly Ser
L 5

210> 281
211> 9

212> PRT
213> NTLFFH

2200
223> HEHET I

<400> 281
Gly Gly Ser Gly Gly Ser Gly Gly Ser
1 5

<210> 282
211> 12

<212» PRT
213> NLTRY)

B
€400> 282

Gly Gly Ser Gly Gly Ser Gly Gly Ser Gly Gly Ser
1 jog

5 10

210> 283
211> 15

212> PRT
213> NLFH

@20y
(223> HEEFIK

<400> 283

Gly Gly Ser Gly Gly Ser Gly Gly Ser Gly Gly Ser Gly Gly Ser
1 5 11

10

<10y 984
211> 4

¢9125 PRT
213> N L%

<920
223> EHETHK

400> 281
Gly Gly Gly Ser
1

226
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[0174]

210> 285
11> 8

212> PRT
QI3 ANLFH

220>
223> EHETRE

400> 285 . ‘
Gly Gly Gly Ser Gly Gly Gly Ser
1 5

€210> 286
211> 12

<212> PRT
213> ALFPA)

20>
223> ERETRE

100> 286
Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser
1 5 10

210> 287
Q11> 16
212> PRT
213> ANLF3]

220>
223> ERFIK

400> 287 ~ y ¢
Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser
: 5 10 15

210> 288
211> 20

212> PRI
213> ANILF3)

220>
(223> i PR

<400> 288 e e i o b
Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser
1 5 10 15
Gly Gly Gly Ser
20

2105 289
211> 6
212> PRT

227
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[0175]

213> NLFFH|
220>

023> EBFIK
400> 289

Gly Gly Gly Gly Gly Ser
L 9

910> 290
211> 12

<212> PRT
213> NLFH|

@20
223> AR

400> 290 N
Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Gly Ser
1 5 10

210> 291
211> 18
212> PRT
213> KNILFH

220>

223> HEHFRK

400> 291

Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly
1 10 15

Gly Ser

210> 292
211> 24

<212> PRT
213> AN L3

<2202 B

223> BTk

<4002 292

Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly
1 5 10 15

Gly Ser Gly Gly Gly Gly Gly Ser
20

(210> 293
211> 30

¢212> PRT
213> N L%

228
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9205
223> ERETIR
[0176] <400> 293
Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly
1 ) 10 15
Gly Ser Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Gly Ser

20 25 30

229



1/25 HT

&

B B M

i\

CN 105198997 B

UIR-~1D-08 IHASEERE DR IR~ TIES Y G S SDTS E R E
BIRIALETHE  ABANORERD LA IS LSRR AAES
NIFTILOODS  IMsrul uwmamaammmgmmmmgnmm@&mmmwawmmmmw
R e g o

BDLLEGE o Y B By GTI L, Rgria s vicy b O (O L R £ 40 A
TEILTEE STTIAROnTlles  WIISINTSTE NS IIas ey isisaasiininig
BELLREE am@ammamwmww@&x WIABAANESYE u$N§mamwmmmWammwmmwmmﬁm

NMMMWNM m A K wam eeeeee M%ﬁ%« R ARk B K Ak aﬁmﬁo\e.ese,

BEALA-LEDDR 3008 TEIEL-E- (G LG D LG =GR o i
SEALAIROOIE BOEADAY BUL IR IR IS IS NS T IAD
SEALAGLOTON BOREDAS mwmwwwxwmmm&gmwammwwwmwmaamw@&@w
T R T

g&@ﬁww&mwwmﬁwm ®§§ﬁ§mws 3@&& mﬁmﬁwm m&mﬁméﬁx wwwmes&eswmw‘»s&ﬁwm@ﬁ‘w@hos

b
PEO-5ED
1-829

Lo B
A W)
1825

K1

230



2/25 T

arn)
e

i
nyw

i\

CN 105198997 B

: k 8 ¥

s W i w PRI O R I sy R m RS0 SN T eI SERT e R S _ R S S e R e “ e HOr S n._ PRER SRR AN PRI TR SRR R B S L Chits & ‘“;A PR R 0 U U T “ PR ST T N B W S S Y -
4 i i _ ) i 1 1 5
] ! " @ : : s
' ] Lt ~N b ._ ; -
: " iy e | : .ﬂ u
b5 i} -k i ‘ V ¥ ~ ¥ 1 3
! : o A § A ! : -
; 1 7' ! YO0 I . N
" .“ RS = : ! g

I 1 LV ] LS e 3

R R R S R R

i i

i
1
H
)
3}
+
1
¥
}

i i

1
Fissdies s s

i W

1

B P TP SRS SPEOESTIPE SIS

£ IROPPUIUSD PR S L

S T e e T B R

i ) L} )
il ' ¥ i
1 1 §: ¥
A f i 1
1 1 13 )
x 1 1 1
1 1 ¥ t
X i I 1
i I i 1
..... Fodndesinimsmadndakn e s et S e R e Y R e S e e AR G K R SR e
- : 4 A : R
¥ i t i
¥ (i ¥ ]
1 X ¥ 1
I 1 3 5
1 ] } [
¥ ) i i3
3 1} 5 v
: ! ; ]
momrie e s i e i i e S R e A 8 S e i
+ 1
3 1
¥ 1
i ¥
¥ i
! t
1 |
1 [}
A '
i i e e e b i S R S R R S
- d R - ;
' [3
v
' 3 g L]
: L00-SVO 'V
1] g "
'

0

09

08

K24

231



3/25

Bf

R B
Ny

i\

CN 105198997 B

e
b

o
T
Lo

0
L«

¥
o
o

086+

001+

061~

o

o

i i e e e el e ek

o e Sl

¥

R e LR R e R LR S

22698 |

Tt e .t A A 0 M A e R e G A e e e e e

b o i o i i B o b o s o el ol o e

e o i 1 e A

.. 200-SVD '’ |

0g

001

oSl

g

K28

232



4/25 7T

e L e b g e U L iy TN O RSN VO Ao BOS T S T WS e O B SO 0 B el 1 L i
— 3 t ¥ | 2 ) L
R v ) v ¥ ¥ 3
13 ¥ [} I ¥ € r
B E 3 « i ¥ T -
4 3 + ¢ i s t L
i ¥ ¢ : € 3
“ ¥ e ¥ ) i B R o
0 ; . e X
i i i x 2
A : £ '8 L
% + ¥ ' 5
¥ 3 s L
o _ : A ;
by i ¥ : .
- i LS e e
OO — L ¥ L
! ¥ T p
g v ¥ P -
_p. >. 3

L e i i A R

il o e o e e

o i
I3
P :
4 3
4 v
i
-~ .
= 1
R s
¥
q ¥
- t
b aiaicas e b e T e : 22 =
9 ¥ ' 1 32 -
A [} A»v i i LR
4 i t Y ¥ ¢ B
= 4 g : ¥ & 9
= 4 ¥ : . ¥ -
B2 4 3 v x 2 -
] W b i
1 1 ¢ 3 «© F
3 v . f B -
o ' ' s * L.
< v i '3 ¥ .
\_nﬂ {5 ) - S e - enpeseEe R R S Seroan camees N b4
o 3 3 i T 1 = 2
! 3 € i} € 3 € L
Mw. « 3 v > ‘ ‘
g 3 1 3 4 i 3 1 3
=t 4 v b ] ' ¥ ¥ L
UV - ¥ ] t i P ¥ 152
* i 3 ¥ i T i
m | = ] : . : ﬂ :
4 T i i : ' Iy =
[==1 ) v i ' ¢ T
b ¥ ] + 3 3: -
| ¥ 1, + i3 ¥ -F o 5
mme1!r¢¢¢n;s!¢n.:e[11.a.«qr).!«!-rz‘c:'i.¢1.»f.‘z:xt‘xut‘:law-r| e R e g o R R B i e mew
] ¥ ¥ 1 B B ¥ 5
1 1 ¥ i
-l Ri i i 3 . b ¥ L
4 3 r - b 5 [
e i ey _, :
i b} o s
- T ¥ i <R « o
4 ' i .WW i iy L
4 1 « ik ¢ ) X
.} L B 1 )
" i} 1 1 i I
R 1 e 1} i = ..
Oml..»;..,,(..T(,,.1.5.,i(..){L_.»:«,!.i,:..ri,c..v...!.\.s..i... o S i S R S K Ow
1 ¥ i ¥ I
=3 ¥ 1 ¥ -
a b i k3 3
, ¢ @ k
4 1 v ' L
i i i . ¥ 5
- ¥ T T ) L
¥ 3 ¥ £%
o ¢ v ' ¥ E
4 1 ¥ i1 E
4 h ¥ i ’ E oo
o ) o s i ¢ %7 - AWAV F
et s £ S R - p, R 3 :
9 y N OO 2 \ 0 [
. i 2 4
4 ! L
4 i . L
. X 3 .

CN 105198997 B

nyw
K 2C
233



5/25 T

M

EA
Ny

j

Ny

CN 105198997 B

&
&

nyw

: 0l 3 I L DR e
: . I i !
b i i . | , ! .
F 4 PR (AR TS VUt el IR SO SR S WS | ! ; . |
! 1 ) | i b 3 : ; _ . :
R, NPT i : _ . |
PRI Sy L T MY + : : : : .
1 3 2 > £ : _ . . | |
~ ' x __ v i
1 oy LV.. &3 .m e , , :
. : i N ; . _. . O
.v 1 N _ m ' v v
¥ oA ¥ —A w i - _ |
i 7 _ T _ ' v £ H ., |
_ _ . > T ) + 3 e
r 1 : (O € ; : m. p
] i g i | |
b : : _ | |
‘ 3 o &0 ) { i | v
¢ ¥ - = ‘ . _ .‘
i) 3 n : v
by i & b g : 4 _
' [6)] e : .. | :
| ;nw_ ; i ) B 2
: 2 ) " 3 ! : u
| | ._ _ “ @m
] v ¥ ¢ P i :
~ . . | : 3 G ais e m e, PERTST R 5 Us
. _ i R TN -
¥ ¥ + 3 S R s s ¢
l : : ; e o 3 : : P
¢ £ ¥ bt e R e 3 : — -. |
g i e b R D TR D e : : : : j ‘
Bl i b i e $ ; : _ . |
S ORI ;,. ] : _ _ | |
1 ¥ ¥ : . | a
: h v v ' . ;. q.
X 1 ! . : ﬂ |
4 ) v i : , : |
3 i : _ | . .,
) I _ : i | ..
1 B) 1 1 : : ~
& i 1 ! _ : ~ .:
T 0y El ! : ; : |
1 © : : _ ‘ .. |
3 % _ | | ._v
7 R 1 ; : ‘ i Q
. ; . . b PO e e R U
| ;_ _ _ : S T PO K
3 v o Lo mmmim s A o i
| . : T b 2 SN ; : ;
. %W.T% O SRRSO 3 ; 4 : 4
i S S i Kol ¢ . : : .“
S st . ] A gt _ | . H,.
[6]0] M U B _ | | |
! o : ! ¢ ' ¢
¥ 3 : — ! |
3 ¢ : : ., ..
o H ) ‘ _ i . _
1 ¥ : _ m ‘
43 : » A u
i . * | .
¥ i B ‘ n -
¥ ’ : i — :
£ ¥ 4 o 1 3 :
b f ! . : .. _
| | ”_ ~ n v WA U m w it Om
v . . . | |
| | : ! H ORI REROPEIN " » -
,,. . : .g : e o . |
] . : L - i e e, 4 ; . : / ..
: g - i e e i ;
3 iy A S i : .
N . S R o ! i | | .
: WF s s Feiss s ; | . | ..
i : 3 t b ¥ 3
’ B v ] |
,-. : ] x
A | : |
B i
R4

234

K20



6/25 1

M

iR

i\

CN 105198997 B

00°001 00°0} 00°L 0L0

100

900-SV D e
VZ0-SVD - o—
€00-SV3 —~—

Z00-SV9 g
| vgc.wﬁu = A

4% 65 900-SYD Ly LY -1V &

002

00y

009

008

000k

T d

<3

235



7/25 1

M

iR

i\

CN 105198997 B

966'0

£66°0
8660
8660

Zvd

00}

916

g9
Gl
8EL

a

T xyar 2 fal - Me TS
(B Gra-sn F1910dINS) s#old w
v ( BB sn 7/ v20SV0) 9#0ld @
207 2980  v86 ( Yl sn T €008Y0) S#0Id ©
bl prL0 €0+8PLTL (Bt 4 sA B 2008YD) #80ld v
9 d Vo ogsa(adom+ L )a-v)=Aad oy
% x
ol L L0 100

898°0 L¥B0 686

L0

002

00%

009 &

L. 008

L0001

NI 00z}
9L0-dINS SA ¥ZOSYO-E00SYI-Z00SVO

F4A

236



8/25 T

M

iR

j

Ny

CN 105198997 B

1660
¥66°0
G660

9660

v

Ty - T ES W

9zl 856 ( Byt sn T :9L0dINS) 8#0Id ¥

Z6'0 £0+9£0'L (TG sa F¥W :£00SVD) 9#0ld @

vl £0+860°L (U4 on B 2L0SYD) S#I0ld &

L'l €0+960'L (Bilr-k sn 5 vLOSYD) P#0ld v
g

v 1+ (a0 + LA -Y) = & 14 db

By X
’ L0 100
0

002

00¥

.kn,ﬂ 0001

910-dINS SA €00SVI-LLOSVI-PLOSVD

237

K48



9/25 T

L G0 0 € 6§72 c

Ve B

I S0

0

74

900-SYO Olid

Bf

- OF

09

B

iR

i\

08

SR N

' BIALOS 18T -~

WY 2600 WGP

CN 105198997 B

i 0oL : ; _
(JuuyBr) B Lo [ JEAD M Ly ke

4

00l

238



10/25 1L

B B M

i\

CN 105198997 B

L S0

0

vZ0dl D114

veOdl—w
LHH = — —X
LM ]
” LLEFIN- — —X
BIAJDS 1-82D) - -5

[WELLEAD- 2 bRty

0z

oy

09

08

00l

50

0

7114 Olid

0¢

i
+ 09
- 08

0ol

239



11/25 1T

M

iR

Ny

j

CN 105198997 B

§¢

Gl

S0

0

lHH O1l4

Y20dl—w

WHH — —X

Lidp 1
VLSRN — —X
BIAOS 182D w ==

[EYELEAD M LRIy

0z
oy

-+ 09

08

00l

K58

240



12/25 1L

M

iR

Ny

j

CN 105198997 B

b1 00Z g # ¥ 1¥ smmmmmmmnsn|

61 00T $Z0-SYO == ey

06 G/ 09 gy o€
_ _ m ,m _

w0
oo

IR

; ;,
: WY EREEE
" PZ0-SVYD "SA LO0O O>d

|

¢00°0=d

-

o ® ® @ @ 9 [T

¢% ® 2 B @ 8 8 & ¥ B 9P & ¢ &9

G2

28 %

— 08

—G/

| SR s SR OO _\

K6A

241



13/25 1L

M

iR

i\

CN 105198997 B

mi @ON wm_z_!_ o8 @ @ & b 8 e e © .
mi QON %%ﬂdﬁﬂbﬂ»% P e |
B oom PZ0-SYD = e —

XJ]

L sz

08

| | ]
06 Gl 09 G 0€ Gl 0
| e e e 0
s ;e : [
R o _
-
(L% " s
' of
(%12) #1101

By Y%

K68

242



14/25 U

M

iR

i\

CN 105198997 B

oL

AT
8 14 4

0
S

Md + $C0-SVD —k—
4OA + ¥Z0-SYD ¥
X0da + vZ0-SvD &=

OG5 TOW T-09 fx

0’0

AL

50

L0

2

A

7

243



CN 105198997 B

15/25 1T

i B B M

| 520%

R A

B ano) 6

| WL 2

(arg) 2

(a-d) 9

(Mva) 9

E‘ (OH 9

I ) S

|  RCEOR

|:! (d-0) ¢

—8 (sm) g

J(w-w) t
-8 (140) ¥
h— ora) ¥

q HYP) €

300

250

-

(0001 X) Bl B2 2 W

K8

244

9

FAF] 3-7 A=



CN 105198997 B

L I

16/25 T

%4 BIB

[

FARM G T AL WS

‘2)%3%1

=

y

Ez
KR
7

90

3:0:

o
w
(-InIQOL b'd ) }-}L—[&

‘\b)

L

K9

245

[ E; = Yyr

#55 K

% 48 £

$ - 45%

M % 41%
§ % 38x

EERTES

% 2T %

520 %
HATR

%13 %

%10 £
%8 %
A6 A

N

e

%0 %



CN 105198997 B Ww Bg B O

17/25 1L

o
]
[2]

&

7 36%

L £11.4cm

Hgb i 10.4 1 % 15 gm/dL

i it CT A28

4

O

%
R VL

o (e ] o | (o]
‘_Cz o0 o <t

CTN7L0L X ) YE 443 b5 R4

120
20

K410

246

#136%
#130%
$123%
$116%
$109%

%87 £

%59 &

%33 £

- 5206 R

#£19 X
#12 &
%55 A

1 %0 R



18/25 1L

M

iR

i\

CN 105198997 B

GEOOLB| =
£20018] —nm—

B L

We 08 08 Gr 00 00 v Gk om0

0

AR B TN R R T A I e O . T T O oo U o A T V) CRR A N B )

BoACE SR GE & RE R R e @ s R B R ERAE W MD R R ® e W R e % e s e s

BFGHELY 1-00d L 1 [2 Yk + 920-SV0

00°0
§2°0
0s0
SL°0
m.-H,Q.

00°L
L'L

sz’

0g°L

<11

247



19/25 1T

B B M

i\

CN 105198997 B

gL 90 €0 L0 100
g¢ g2k 29 L'e Sl

(NU) $20-SVD
(M) s L

PZ0-SVO + W Lk -

-0

- 0L
- 0¢
- 0€
- OF
- 05
- 09
- 0L
- 08
- 06

9-THA-NS SA F 2

- 001

Lo Le B¢

%

K12

248



20/25 5T

%

M

iR

i3

CN 105198997 B

TG b —t
Ldxg —m—

4ol W g
QoL 06 08 0L 09

0§ oY 0¢ 0c 0l

W23ty 9 THA-NS 4

A

% L% $Z20-SVO

K413

249



21/25 51

B B M

i\

CN 105198997 B

oy BE B 4 F

i (e E Yk +P20-SYO SA L 2y

L (2 X TR +PZ0-SVYD SA $20-SVD

L1 (2 ¥ SA ¥20-SVD

1 (2% ¥ +420-8YD sA 9By

Lrf2 ¥ 93k sa 9bny

PZ0-SVO SA OBINY

~[eysnay bt

ﬁmﬁ by %/\m/\w m___m>> |

l Li 2k +¥20-SVD

L
o B

ov'V‘

WY B EL E

Loool

-00S

-00S

() s g

L0002

K 14A

250



22/25 T

M

iR

i\

CN 105198997 B

+PZ0-SVO

obiny

100 >

L2 E T +$Z0-SYD SA L (2 Tk

S00=

1t [ ¥ 9% +P20-SVO SA $Z0-SVD

500 <

1 % 7% SApe0-SYD

1000 >

L2 ¥ ¥ +420-SVO A 96|y

500 >

Le¥ vk sa obny

100°0 >

¥Z0-SVD SA 5By

| %d

Y LY - SETH SHIEM-[eXSNIY
E,«wﬁ% %ﬁ\.@m s,uung w:

*
!

@,
‘4
1.

. ﬂ “TF vzosvo

WY B Y €L

K 14B

251



CN 105198997 B iﬁ, EH :I:S Bﬁ 23/25 T

—e— CAS-024+ %5 %3] T

e MUIGG
i CAS-024
—k— RIAFE )T

R e AR AR
50 R

1500
500

=
<
L
'F

(uwn) ) B thes

K15

252



CN 105198997 B iﬁ, EH :I:S Bﬁ 24/25 T

g
s
%

§
3
3k
R
2943
20 # O

- e
e B
l*'

o
=5
-9
- ® ”
= (]

b

)_;FE .1 W W . R i : g
‘si’ ‘.-é'.-.l.‘IIIIil.l-..a:‘*
see .l_ﬂll‘ .l.lllllllljl"

I EEE R RER 2

05

B RE Opaa A dO

ow
..

L
v
(=
=

T ¥ T

wE By

K16

253



25/25 T

M

iR

j

Ny

CN 105198997 B

¥ Yl

0¥ 0s 0z vy “44 0 ¥ iie
- - | L. "0
.
‘llullll‘llllll.l.llu.
— 52
o
I
; 05 &
L2 ¥k +p20-SVD @ - )
A o R ” ¥
6L X
yzo-svo <1 -
obny - # -
— 001

BESY Y%

254

K17



