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L. — PR ER L - R AR GpAZE R , HoHp BTk GpAZ (A 2%k I SEQ ID NO:37.39-42.45-
65 F186 ISR T FI A A -

2. — M S A, HA SR ER IGpAZE AR, DL M A SRR FRZS  SUMOBRAS « 45 [ 45
GEig eIt A .

3. — il HAE AR E R 1AL 7, DA K 34N BRI TRATL A] yR P 25 A3k,
HH IR TRATL A A PR £5 A i1 F7 /I 41SEQ 1D NO: 80HfT1s.

4. — PR 53 -, 4 AUR 225K 1R GpAZR R sl F AR B3k 2 8k 311 Bl &8 1 A
FRFr B A o

5. — PRk A, HA SRR BEER AR 451

6. — Pl B E E AN, HA SRR EER AR 43 1

7. — R G, HA SRR B R 1 Gp AL R sl B AUR B3R 28k 31 Rl &4 1 TR 25
I

8 R R 1T Gp AL Ak AR 3K 2 1k 311 sl 5 2 19 AE il 65 T AEX S i g7 Ak
BGIARE 4RI 5 A 2 Fh i s
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BB EL- R EERET AR EERTGE

AR St

[0001]  UKHITEEESR201748 F 11 H &R SIS HiE+562/544, 396 1201748 H11 H
PRI NI 15 562/544 , A1 I Ae AR 2 , P 2 FEIIR I HH s 11 PR 25 DAL 38 i o
SRR

[0002] AR BAAEZEEE N BABTEE (National Institutes of Health) 2 Vs B
JJEB013685F1ZE LR ZE A\ T %535 (Department of Veteran Affairs) % THIARIS N
BX001919MBURF > HF M o SERIBUR A B Fh BAT — AR 6

BEEEAR

[0003]  HESbs A (5] an 2 i Bk EL 40 (I (ALL) AT ML T Bk Asn, XA I
VAR T e SR FR R Wl & BRI = / FEaB A N IO 25 (R, 7R X BB RE IR T
L - KA el O 2 0 S B 43« BT R R A L - R AT Jre i B EL A DR G 1 2 380
PERPL - R AT el YRR 2 LR L - R ATl (Asn) ZKARARL - K254 (Asp) Flad o R BEVE
JeL- A Bl n 1 , FORAL - A 2% (GLn) ZKMRAKL - A 2R (GLu) S 4 T FDAREAE A
#1411 ELSPAR® (MK HIRAECHFF# (Escherichia coli) 3K151EE) Fl ERWINAZE®
(2R SCEG R (Erwinia chrysanthemi) ZRAFAIBE) Aihd , L- A e s A = 5 HIL - K
KPR PR 225 10 % FOTEIE N o R 1X B8 2 I L - R AT i s P B VR e ez
(B 2 TL - A UL JFE B AR A0 2% 96 I 4 i o 1) T P (R i A B T« e AN, KL -2
AT BT 1 S5 L - R AT BRI R S I AR S M EAR ST F3 58 |, L- R Wi a7 (1 25 Al
PERD™HFRA T X o 29 .

[0004] {5 FH4NER OB E TR I 55— i@ A IR e B b, Bl T S N B ok
AR, X Rl BB S BN B A BB BB SEAN , A Pk v PLITE HIE R T iR B 251
TR AR B S 2 TR e B A 38U T A T BB 8™ B ml VE FHI 7 725 , AR R AT B
il 55 58 & A (PEGTY) sl i B AR R K AT R £ 115.118,120.123,215.,219. 307
T3 1217 FRILI A FAT I, (WO 2012/075173A2) o SK [T, S H AT FRAR I S 28 U AN
PR AERITIL - 2 U BB Fc IS 2 1 T 2 L - R A it ) 5]

[0005]  JK BRI - K A& Mk e g 2 MUK BRI 5 2 b - 3L AE (Zhang %5, (1995)
Comp.Biochem.Physiol.B Biochem.Mol.Biol.112(4) :607-12) . #7738 HHOWOT5 CAVPOR
I B 2 T EH PR T e, 6 R Al R AT AR A, TR = L - A S BRI S 14 (Schalk
&, (2014) J.Biol.Chem.289:33175-33186) . 12 WEP 0726313 BIAIUS 6,537,547,

[0006] {5 FHL - R AWl ia Ty e iE (0 HAth 5 1k A REL - el 5 INFAHSC R 115 S
A (TRAIL) B s sk TRATLAZ RS Eh I 2134 P E TRATLES R A 55 SN D Pk 445 74 3k
A B AL E] 25 25 . £ 1LUS2015,/0337027 .US2009/0131317FIW0 2012/170640. Rkt
15, FERL- Rl B —I597 A D s 2R BUR A, Wos L - R AR ok
AT HBel -2/Bel - xLANHIFIABT26 355 S PN AE A T A TRATLA S SME SR T R Bt
M (Karpel -MasslerZ:, (2016) Oncotarget 7(23):33512-28) .
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LZAAE

[0007] ARG HAFRHE T — M i KB L - R AR (GpA) A2 A, FL55SEQ 1D NO: 111
51 53590 B FL 2 A /D85 96 1 Fe A1 [l — 1 o A HE R St 5 T, PR Coii 8 4 AE SEQ 1D
NO: 1155 359 % 3967 2 [FIIF 7 L Ak o /5 L2 56 75 2 rh , BTk Coig ek 26 /ESEQ 1D NO: 11128
3694k o AE A S 7 A, TR A 1 GpA LS (AR U AFARNTT-SEQ 1D NO: 1/ /D—Nad
FFR B, e S5 7.10.23.25.48.49.52.53.54.57.58.59.60.62.92.98.101.102.106.
108.121.122.134.147.193.198.217.233.236.250.257.281.301.311.340.344.360.362.
363364365366 3670k 3681 kL4 Ab o A4 S0 7 A, BrddAHGT-SEQ 1D NO: 11
T AR EH10R Q23R \K25E \K48E . Q52R . Q54R . P57S D58EH59D AGOT AG2V .
D91A.D92E.K98Q.E101K-.Q108H.S121F.G122A H134Q.R147H.K193R.C198A.C198S.C198V.
D217E.N233S.H236Q.S250A.Q288ER301Q.E344D.L360P.T362S.A363V.D364E.L365E.
H366R Q36 7Rk S368Puk A1 G o £ HAth STt /7 2Urh , i A T-SEQ ID NO: 1% /D—
FR RS : (a) £E5549.52,225.,257 2811k 3401y nk AL A AL 11 IDE 2R 5 1k (b) £
457.53.54.57.58.98.106.233.250.257.281 311k 3407k F 4 A AL I G FR L . P AR
WO, A R B ST uk s T A Gp ARG P o AR 1, BT i A8 A Gp AL (AR AT
PLEIHE 20 S BRPRS  SUMOFRAS 28 [ 45 A 45 Al s 3/ A IR TRATL ] & P S5 A3 (91 4
ZSTRATLIFZE 115- 281 70 sk 415

[0008]  JAFRML T ARy - Foh B A 4RI RN & A AT A0 (R GpA AL (R i A 2R 1 11
A E Y, I Hic et 7 il ki S8 E o AU TRAILA S 1A T 2R T N R4 25
R T IR AR G AL R Bl il &8 1 R IR T i a7

F3 [ 152 BB

[0009] & 152 MDNAZCE Ty iE ANCh S5 A A R A1 v M) 7 ] o hASNase L7 A1l 45
JUMIE, gpASNase 1EFASEAHE « A PRI B A TalE (#6364 65F11SA) B I Clin Az 4= A 1) v
(63-hC.64-hC.65-hCHISA-hC) ;EhASNasel (%5.0MEE) HgpASNasel (SLUME) J7 41 2 [A] 1P
.

[0010]  [K|2AFN2B7~H T hASNasel (hASN) .gpASNasel (GpA) FZEETI AL v 1) 2 5 iR
FEAIEERT o N RIRIFRILE IR A T-GpAf R

(00111  ZHATEA

[0012]  L- KAWL S —Fh T80T S R e gn it v i (ALL) 1y 25%.L- K
AP s i PR 35U RE 1 2 B TR S5 A Je N R AW B ZRK e VI 5 4 25 IR HP 13
TG IERR o T 2 T L - R A B 4 BRI , PRI G B B 2 — Atk , AT DA
W AR SR T, BT AT A\ JEL - R A el O R AT i AT 22 BE/RK o 4 7E 2]
K FIIKERL - RATE [ (gpASNasel) , H 55 A KL - KAWL (hASNasel) HE52 ~ 70 % 1)
LEETRIA 1 o 55 A KPEAHIA] , gpASNase 1795 A AN G5 A« L- KAl ih 10 Js T b iy
~ 360/ R IE N ZE AL IE , FIACHIDIRERY ~ 200N IR (M Com S5 Aa 3. by T8I 3 0], 35K
SRS HASAE GPARRAS o A Y , R GpAEA TClity it DA T8 TR B T M (1 B R TR Gp Ay Bt o iX 157
BT H , 359/ S FEFR IR 1) Ny (i A0 S5 A4k T LA 55 SUMOFRZS — 2 SRk Ok B B AR A s 1k
SRIT, LEBR 2 ATl SUMOFRZS i , BTk 25 11 iU AR AR ANRUE o BF R I 1) 2B 369 FR AL TR AL T
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WeAeE XA TS PR .

[0013] [ AT 1) G AR AR G B I 1, SRE 1 T RHASIR] 5 32K B ik g A 4L : DNA
MU FNRTAIFR I 5L T 5 9 2848 - Gp AR A IR AL P2 A= AR R S5 hASNase L 2K 2780 % 1
FFAIE 1, FAT Y A UG ATE P | W R A I R A IRK (B HLI% A AT AL - 2 Ut iy
JEVE o 7E 5 INA- D SR i i s R A BRI B PEG i, Ik e A0 I G AL AR AE R B AT IIIL - K
TR T ELAE R 0 T eI IR TG MR AP i o LN A8 451 4N 20 S TR PRS- SUMO
FREZSFI/ Bk 5 45 75 G5 A IR IN Bk ot PN I AT DASS IO PG BRI TR] , 5 ELK T i B 28 A Gp A
ARG B3 ER I TRATL P P VR g5 A, il DA N AE R T IR B 1 5 (L-
KA 75 FAME T2 (TRAIL) P R edb4n sk

[0014]  [AIb , ACA TR AL 1 A I GpAL (A S LRl G 25 1, TR T AR T A7 AE Asnff b
PSR I PSR QPR LSRR L5 o A B FOL - R AW R O St 1 2 e ol 2 iy (R
TR (B an A LEEALLIY BB ) $R Bk aadb , e Fofth B2 A (B2 sl AALL AMLAT Ath f2s
iE) FRERIY R i

[0015]  TE A EASIIE H LRI, L- KAl (L - KA s 2K g ,E.C.3.5.1. 1) 52
IKARA S P e B 7 A Asp A2 TR e IR (Kumar&Verma (2012) Asian J.Biochem.Pharma
Res.3:197-205) o fEAR S HI# Al “gpASNasel” 5k “GpA” I EF A= UK ER (Cavia porcellus)
L~ KA it st — o6 5 S R TR AL 85 1 T, A AAEUniprot B2 5 HOWOT5 _CAVPO B
FISEQ ID NO: LH3RAS . GpAZRILH HUMRA TG M , AR A Wi LA ARK {8, H e = L- 7 s B i
P R o SR T, B 2R FUGpA S5hASNase L 52K 2970 % [ 7 A TA]— 1 o PR , AR BB AL 17—
TR AIGPA , AR e 5 75 2l A DAL AR e e It ik o AR, AL IR 17—
T IGpAZE A, FL 5 SEQ TD NO: 19551 23590 7kt = % /D85 % [ Fe 41 [l — 1k

[0016]  “GpAZZIA” JEFEGPAI)—MERIRAEAEINIE L, LRI L - R Al P, 4 Asn
HAMRK |, FH 2 L- 2 BB 1  fEN LR, “BF 2B GpASE FEFTIRL - AW B MK
SRAFAE SRR A3 BN R R TR A B AR R R AR SRR Fh s T M 22 2 T2 X, IR
R I B BT A AR R B A G AXT Asn AT 2939 R R R (k) FI58UMIIK
(SchalkZ:, (2014) J.Biol.Chem.289:33175-33186) . /% %k BH I 0 (1 GpAZS (A3 3 2 0 HY
A= RIGPARRI % /0 75 % 80 % 85 % 90 % 95 % 5k 100 % [k _, , , FF XS Asn I HH AL T-250pM
200uM- 150pM- 100pM - 80pMEX60uMK .

[0017] PR fIRRR T, AR PR My L « “EJE G A” 2 R H I 292064 Cli S FE IR ZR S v 1Y
AR —EB o T BRI GpA o 72 8 50T Ty A, SR IGPASE PR B T Niify 359 2 SR
FRIEI I S5 A3 BRAEE 00, Bk 4 K.GpA (SEQ ID NO: 1) 7EZE359 % 396 5k FE 2 [AIf
7 EAC B O o LR, T iR 4 K-GpA (SEQ 1D NO:1) 7F55359.367.369.374.384.392
396107 ALY Ch ek K0 o 78 HELE S5 77 2, FE R 1) G AL AT 25 36 97 Ab 1 Coity i« B
(3L A T GpAZS (AR HE L /ESEQ 1D NO: 3 (GpA359) WSEQ ID NO:4 (GpA367) vSEQ ID NO:5
(GpA369) SEQ ID NO:6(GpA374) .SEQ ID NO:7(GpA384) .SEQ ID NO:8(GpA392) FISEQ ID
NO:9 (GpA396) H1 o AE HEE 5756 7y 2, Coi R AGPAZE AR EI 27 SEQ 1D NO = 3k FHAL Al o 7
ey 2, Co el B FIGpALE AR B 27 SEQ 1D NO - 5k FH H AL A%

[0018] AR5 A A& W HAth J5 11T, GpAZZ pAcwl i, I s miAs e 1 VB2 =i GhASNase 1 [
F AE— MR/ B 5 B A I Gp AR AR LY 12 G AR R PN R BRI TR0 2 /D — AN B Bl 15

6
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1 (BIATPEGHL B AR 1 BT &) o IE ANAEA SR UESE Y, K02 T-Gp AR 2 ] _F ) 2 SRR AL 2
Az PAKGpA N AN/ sk B it 5 T PEGIV A7 1o LA, GpA 5 85 BT as ol — ZE R TRATL
G R A T ARE PERN/ S R R A R s i e

[00191  [Alt, 75 H2E 5 1], GpALS AT HF A UGpA (SEQ 1D NO: 1) HA /DN B R
Bt AR E S5 20 Fri g B e 1) S SRR A B A SR I 7 2 R SRR AL 2 4R T
B BT A RO ARB, B PR S A TR BT A b Bk SR PR R A
SR  AEHRAE B, T DA A B S5 A i o vk S e SR ik 2L, FriR e a A
SERZ A 1 AR T /K S BRI R EE o 18 W AT 58 FH A i 7T sl 25 AN [FT bR
GBI A K SR A T 1, 1t S0 Sk % e SR IAIFR AL o AR Sl g 5, By
R A IR B e TG A S A B9 4 Thr19.Ser85.Ser86.Thr116.Aspl17.Alal42,
Lys188.Asn272H1Tyr308> —4b.

[0020]  GpAI) AT AR &5 4 DA™ A= A& W R Gp AZE A 1) 2% 11 e B B AR ASPR - 7ESEQ 1D
NO: 1/9557.10.23.25.40.48.49.52.53.54.57.58.59.60.62.92.98.101.106.108.121
122.131.132.134.147.193.198.217.221.222.223.224.225.226.233.236.250.253.257 .
261.281.282.283.284.301.311.340.344.345.347.352.358.359.360.362.363.364.365.
3663671k 368 (AL Zl LR TR AL o A1 H e it )y sUH , GpAZE PR B 4E & /D — N BRI A 3L
A S 7T T, Gp AT R AU REZ)1 250, 1 545,15 40,158 3518301 525,15 20,15
151710\ 1 2 7l 1 AN SR o A5 E S0t 7y 20, GpAZE PR B 45 £ESEQ 1D NO: 11128
7.10.23.25.48.49.52.53.54.57.58.59.60.62.92.98.101.106.108.121.122.134.147.
193.198.217.233.236.250.257.281.301.311.340.344.360.362.363.364.365.366 3671
36813 HHIH— Nk 2 B AL I S R 4.

[0021]  TEQIACSCHFERAIN , B 1GpA369 S hASNase 1 [RN 37 I 2 SR AE I L = 24972 %
19 7 A [A] — Ve BRARAS B0 1, ATk Gp AR 2 /D — AN FERR B e = 28 5 Y A M GpAMHEE 5
hASNasel AT R N SR 3 41 [F]— P I GpAZE 1k o IRIEE , AR BT — N5 TR T GpATH)
NI AR I A B XA J5 1, TR s N G AL (A e 1 F5hASNa s e 1IF N 37 1 2 L TR
FRILEAEZE/DT0% T2% T4% 76 % T8 % 80 % 82 % 1584 % [ S L 12 7 471 [ — P o LA,
Fr iR Bk 0 MO GpAZR {4 5 8 A A 40 1RGpAFE = = /D85 % 87 % 89 % <91 % .93 % <95 % 97 %
15599 % 1 F7- A ] — 1

[0022]  feadfeith, ek PRI Gp A A A 1o KB AE UGp A — Ak 2R 117k AL HIhASNase
FRIT 7 25 1T 4% B AR RSB o AR, Bl 8 1 G AR A IR A i K i A= U Gp AR FEH 10
Q23.K25.K48.Q52.Q54.D91.D92.K98 .E101.Q108.5121.G122 .H134.R147.K193.D217.N233.
H236.5250.Q288.R301.E344.L360.T362.A363.1.365.H366.Q3675kS368uk HAT4H &
hASNase 1[I i 5 [ 3 S AR SR S o FLACR M, Rk R0 T G AR A I i ok 6 B A= R Gp At
IT— AN A IR G LR Btk 5270 . H10R, Q23R ,K25E , K48E, Q52R , Q54R ,D91A, DI2E,
K98Q,E101K,Q108H,S121F,G122A,H134Q,R147H,K193R, D217E ,N233S,H236Q, S250A, Q288E,
R301Q,E344D,L360P, T362S,A363V,L365E,H366R, Q36 TRA/ 5k S368P « < VL [k 4 H A I
(P IIGPALS (R R AL AESEQ 1D NO:45.SEQ ID NO:46.SEQ ID NO:47.SEQ ID NO:48.SEQ 1D
NO:49.SEQ ID NO:50.SEQ ID NO:58.SEQ ID NO:59.SEQ ID NO:60.SEQ ID NO:61.SEQ ID
NO:62.SEQ ID NO:64.SEQ ID NO:65F1SEQ ID NO:86H1.




CN 111050784 B W OB P 5/30 T

[0023] 5w, L- RAREBHIPEGIL S N T AR N B AN TA] A3 “PEGHITN” Bk “PEGIL” 2
FEL- AWM 59 2, (PEG) BAEEE . “PEG” 5k “B 2 R B8 /KRR (2 —F%)
5 ORELED) R, RIARPEGHL 7 T 4544 (CH,CH,0) , HoHn @25 2J 100011 55k 5 T
PEG 2 £ty [1JPEG , - H AT iR PEG iy Y] — > A FHARD JCaa 1 1 B2 P4 o A Bk o , 1 3 —
AR A BERE B A R ot — B I o A — A ST A, Brdk B 2 P 2
AR, I ELT AR 1) B PEG Y 32 7 mPEG » A Y, mPEG S CH,0 (CH,CH,0) , Hrhinjg2 %
2310001 FEEL o AE 73— A 0it )7 5 CH, ik S B PR L, I B AT AR N (1 £ G PEGAE 2
FEPEG. JHIERA 7 I8 M) 1Y “PEG” Fn LA S5 T Hrd B 73 DA L, 0001 {57 - i
[IPEGAL B 543 « (Al , “PEGA0” Bk “PEG40K” 52 FL AT 40kDaltJ T I 43 - I PEGAL B 553« W] ]
THAEPEGH #1171 L B HE AR T BT AR, B 4N TOF -MS . PEG ] LA 41 FHNOF
Corporation,Tokyo, Japan,Creative PEG-works,Winston Salem,NCHINanocs,Boston,MA
fefit.
[0024] S5 2, BriR PEGEH 540 AT LA SR AZ U (BfeAd) B 2% 2N ifyor- 2 2
Eky - BRI EARR TR b, Al FHOSWIE LIRS « 46 55—~ 925 75 b, mT LA FHPEG -
P AR S M9 AN s S S A B, i i e S s FIT iR PEGAH B i3 53 B 2 21 FIT iR GpA £,
AR b oA Dy — A3 5 20, T DA B QI PEG 5 Sk el i A1), 7638 v 2% I
J SN R iR PEGER s 30543 B 2% B AN TR Y- e 2l B A SR 1 A « A PEGAY 7 74 B3 4&{H
BT FEPEGHY, L 2A B N BGPEGAY, il EEPEGAY, (i FH 5t % T FRAUPEGAY, « RS BGE )
PEGAY, o X T-PEGAHY. 7 1458 , 2 I Pasut&Veronese (2012) J.Contr.Rel.161:461-472; 41
RobertsZy, (2012) Adv.Drug Del.Rev.64:116-127 fE—" 30 /7 oH, AT R PEGAH Bk 845
Rt B e R Y D e R TR B 1 M
[0025]  “YEREMY” AR AT AR GpAZE [ 11 -HN- 2L S5 PEGAH B S 3 1 - O - R AR ) (54
Y o AEAC S ST 7 2, FIT iR e B Gp AT P35 A AT AR 52 o P iR S B i
SERIRIOAT AW, Hh Fr 2T B BE w11 B e BB 2 Bk GpA SR 1 1 B 1Y) 5K
PR AR T2 42 50 CHLCORY LR 2H i 57 « 1% 4535 Ty CH,CH, CO sk CHCH, COFY) PR TR
4B 53 1B 36 CH,CH,CH, COBK CH,CHCH, COFK) | R4 A543 - CORERAT N~ (A EEHSY) Bk
M AT A (BIAnN- (N- PN SN ) B FAIED I WN- (N- PN 2 eI 35 PG JEe AN -
(N- CEEITE ) BRFAIELI) X2 ((CH,) .CO) vo- FHEE T & (CH,CH,CH (CH,) CO) BRIHER (CO
(CH,) ,C0) +J & (CO (CH,) ,CO) \HEFAME AT A4 (15140 (CH,) ,NHCO (CH,) ,CO) Tk M iiefiT A=
¥y (51411 (CH,) ,NHCO (CH,) ,COFI1 (CH,) ,NHCO (CH,) ,CO) o AEA K B FE sl FHIRI R BINEPEG 73 - (0 4%
{EHANPR T H S BLPEGBE FATGE I i ZE Bk PR s (mPEG - SC) \mPEG - I T I Jii ik ¥2 £k F £ fig
(mPEG- SCM) AMmPEG - 3% FHE [ B HAME I LS (mPEG- SAS) o
[0026] W] I F-PEGHL AL HHIML - KA el (W PEGAY. 77 {12 (AR 51 us 4,179, 337.US
5,766,897.US2002/0065397F11US2009,/0054590M1 . FRAEH 4 N , PEGIHIKIGpAZE {1 B PEG
S I GpALS AR HEPEGI K /NPA 2920 : 125100 1k BERR A H120: 12250 15k 5 Bl H20: 1
[IPEG : GpALLAR SN SR 7 A o AE BRI 0 1, BTk GpAZE Ak A 2/ D— AP PR BR R SE , Pirad
PEG/E E SR Bl i PEG , BT SN AEASAEAE H 2R ol R Z RN O N 24T, T SO 4
B -FidE CREALEE A A IGO0 1, Frak GpALL pk B AT /D — > s iR 5k 2 , Tk PEG 2
mPEG - SCmPEG - SCMkmPEG - SAS , I HLAT iR SN AEAFAAEDTTAN H I 4L R 34T
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[0027]  TEWIASCHIFT AT, L- KAl ] DA (57 xR 5 VEPEGAE , Ao Sl IR &
5 INEIFTIRL - KA s 1) S 3508 17 1 FR 1 1 2 6 Y- IR 1k 10 22 30/ A s R P 2R Ak
PEGIY « 2 WA BE 1514115 o HARR G, 88 AIGpAEk A JRAE HL# S FIGpAR] LE L 5N N kg,
FLPEGHL : (a) 75 5549.52.225.257 . 281 F11/ 5k 34007 Ab 1) - Dk B e L 5 5k (b) 7E 55 7.53.54
57.58.98.106.233.250.257281. 3111/ 5k 3400 AL SRR TR 3L 4 T ZE R E A B AL TN
P R sl =R AR A 2 Ah, FTUUR N TR - Db R sl s s PR TR A o84 (B U — ot
B0, AR BT A B A b A RO AT PEGAE 7 s o SR I 55, S e sty 20
T 5k 3 Cys 198 HAla Val s Ser XA/ Eeft 7 S Ly s 223 A spfE o 4 — 50t 75 20T,
FCys198 TALafli%, I HAFFTIAL - KA BT A= 1ECy sTIXLPEGIY o £E At S5 5
i, B Cys198 FHALafR B, F11 5549, 225 FN3 4047 &b 11 FE B Fk L Hh 1) — 2k 22 3 B A
FR R o 8 5 T PEGH I 7 IR ek R ) GpAZE R F2 HESEQ 1D NO:51 (GpA369-C198A) SEQ
ID NO:52 (GpA369-C198S) \SEQ ID NO:53 (GpA369-C198V) \SEQ ID NO:54 (GpA369-C198A+
K225C) .SEQ ID NO:55 (GpA369-C198A+K225C+E340C) \SEQ ID NO:56 (GpA369-C198A+K225C
+E340C+E49C) .SEQ ID NO:57 (GpA369-C198A+K225C+E340C+E49C+Q257C) LSEQ ID NO:58
(GpA369 (hum) -£H 1+2+3-C198A) .SEQ ID NO:59.SEQ ID NO:60.SEQ ID NO:61.SEQ ID NO:
62.SEQ ID NO:63.SEQ ID NO:64.SEQ ID NO:65HISEQ ID NO:86H1.

[0028] 2 1 BE ek AL IR Gp AT AR N AR IR TR] , AR IR B T H A 41 2 RPRAS (His) <
SUMOFRZS (SUMO) 1 5 1 45 15 45 A3 (ABD) sl A1 A5 AR AR, A& R G AR K T
E RGP AZE f AT DAAE L Cfis N K11/ 5 R Gp A 470 A (R PN 0 7 8 AL B0 355 il ok 21 e R B
SUMOBRZE M/ Bk 11 25 [ 45 A 25 Al BRARIS &0 1, 2 Hi sHRZS L SUMORAS uk ABD# A N\ 2 Fir ik
GpAJF AN (BIASFENEK Cgib) I, AT il fdi AAEFTIRGpAZE ) — Nk 2N MR o 2545130
), BT IR O Gp AR 4 AT DLELAG SUMO - X & I il - ABD W Hi s - SUMO - ABD - R A< e JHi s -
SUMO - X A Pt e it - ABD W Hi s - SUMO - K A<l gl  Hii s - ABD - R I e  ABD - K A Pk e i
ABD- SUMO - ATy « KA e % - ABD - KA TMchis ™ % KA el >0~ ABD- KA
PR Jcii OV N Cotl 454 o A T 1R H s - SUMO S ABDIFI AR M DA [FIAE S N\ 2 4Tk
A GPAT R FRZIRINS Bk3” , W= A A 1

[0029]  FREARIENL N, 4HSURFRES . SUMOBRES iR AL &4l it — ik 2 Fak R &
Ly, T DA 25 B INL - AT 1) A PN R RIS Ti] o R A 3R 0, TR AR A 5 DA AT 2
JEU 7 R 25 2 IR B AR L - R AR AL R AT BER I /2 o YA A R T, KB “t1/27
ol PR B R RN AR PN B 4 2 FLSh Wb s R N GpARE PRk Hph & 2 E 1Y)
WREE B BT IO TR] o 25 FE 2L - KA s 1038088 55 ik 29 A PN - I DS AR
KBTI ) GpAZE PRAE e fE B (1 s AR IR 176 T Fh RS 31 1 o

[0030] YA A NG, “H RIS e R 2 /D — R (His) FRAE Ltz /D
61N H 1 sFREAL B S LR IL [ o T 2H S FR PR (0456 (S 2H SURPRZS 6xHi shRas alcHi s b
25) 18,9108k 21K 20 H Z TR LI T 4 2

[0031]  “SUMOFRZE” & 4ERFSUMO (/NZ Z=AHIAB M) £ (1 b i B GBI 25 A B AT
FIT IR S 4R ) 45 1A IR I A / i T » SUMOAR S 1 £ 2 1T DLE FH EL AT 6 1k R Ze il an
CHAMPION pET SUMOZ%ik 24 (Invitrogen) JEXPRESSO T7 SUMOvTANFe A 224 (Lucigen)
skpET His6 SUMO TEV LICTIFEH:{Ak (Addgene) KSTH.[4: T SUMOBRZE 2 A , A4 AR T 1] DA
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i EAB UL IR, AR {HASPE T-UbRub1 \Hub1.ISG15.Ubi -L (MNSF) \FAT10.Apgl2.Apg8
FUrml (Larsen&Wang (2002) J.Proteome Res.1(5):411-9) ot WAk E = 5] T AR
IUS 7,655,413 =M SUMOBRZS ] iR 7FSEQ 1D NO:66.SEQ ID NO:67.SEQ ID NO:68.
SEQ ID NO:69F1SEQ ID NO:70H1,

[0032]  “HEE 45 G 45K ok “ABD” BRI RN Sl ARSNES & R R R i T AR M I
NI AR 2 K. & A LA E AR S i, B an IR ekik 15 209« 1 25
25 A S5 M AR AE B 4nUS 6,267,964.W0 1991/19741.W0 2005/097202.W0 2001/
45746.W0 2013/043071F1US2004/0001827H1, [lE4N,US 9,156,887 1 I KIRIK A HE H
e e it , T AR BH o A8 e STt 5 S, Birad 8 A 45 A a5 A FLAT /ESEQ 1D
NO:71.SEQ ID NO:728kSEQ ID NO:73HI AR [ LR 41 o

[0033]  ASCOAN TR R ) G AL AR o O A it 25 T 1, AT DASE i K ik Gp AR sk
H 23 BRI TRATL ] yA PR S5 A3 o Bk GpA S S E T AU TRATL A [R] 25 245k S . Hhe
/D Rk 34 FR IR TRA TL A] P VR 25 A3 (1 e 5 I Gp AR AARAHE , BT 2 P il 5 25 11 AT DASR it
IC,, (1Y% /D20.25.30. 355k 4065 IFFAK « DRI, Fil 15 21 34 HA IR TRATL AT P S AL )
RO IIGPAZ RS A VR BN L - R e AU s iE 1769 T RS B

[0034]  “GhE A7 @4 A DAARATR 7 sC TR R B s 1 ol & 1 o A B (911 4GpA
AR PHRE B 1 ARIEAL IRl 25 1, RS R IR TRATL P PR G5 AL (TRATL ) 55
BN GPAZZ PRFIAE Rl A BEARIS AL 1, 3 H 2l ok 22 SRR A L i\ 214N TRAILEE & 7 1)
2 18], AT BrR TRATL = SRR 3T S (S WAIAISEQ 1D NO:87ANSEQ ID NO:88) ofT-uktith,
FF iR TRATL = SR A R Al el 20 23 AT DAY ISEQ 1D NO:81.SEQ ID NO:82.SEQ ID NO:83
o SEQ ID NO: 841 Hy ik [ BeBs T - Atk ik 5 85 1 ] LA B35 & 2 GpAfY Cif (GpA--
TRATL s AU41ISEQ 1D NO:89FISEQ ID NO:90) HkNiiti (TRAIL Ly, -GpA; fAI41SEQ ID NO:9 1A
SEQ 1D NO:92) FTRATL =B 4, LA Frak GpAZL 43 A] DL@AEA] SOk Ak 2 3dt— 22 5
PRSI AL I, Tt 5 28 1 T LARA R iR 454G  SUMO- TRATL ., -GpA-ABD, His -
SUMO-ABD-TRATL , ~GpA , His - SUMO-TRATL . ~GpA-ABD, His -SUMO-GpA-TRATL ., , His-
ABD-TRATL sy ~GDA , ABD-GpA-TRATL .y, ABD-SUMO- TRATL . ~GpA% o [ [ iAo A AENBR Cii
Ab2 A, TR ABDITK AT LA R I 45 A E GpA AR ) — AN Bk AN IR o A — AN, Pl e
APk ER 216 5 2283 7R 3L o 71 Uy — S, AT iR e IR kG A 55 337 2 342 Fk Ak o &
WATINSEQ D NO: 94 ZhS TRATLAG & TRATL y FRAZIR T AR RIS N 2 G A5 P IR L - K
KN IRIR RS 53, AT P2 AR ka5

[0035]  fefetll, TR TRATL F] A PR £ A3t TR FL Bl R il i AR TRAIL , ( FE A5,
SERAZ RN/ AT AW o Fridk Al v Ve G5 A3 A AR TRATL IR A SN 43, A4 32 A 55 5 S5 43
95 A WA 7 AL o 5 TNFAE SR e 1) HAth 28 11 Jr 2800, TRATLai i 15 - 30 L RTINS
43~ BURTIB R ZEIX, S e BB ATl 25D = SRR A Tk, HF Pt T S A B —E e s .
SR, AR 25X AN E ARG, & G538 (RBD) [1)—343 « IR, ik RIS PR TRATL 5 AL 3k A e 1
BFETRAILIN A2 AR G55 S5 A3 B Dok A T 22 X AT 24 4R (= IUS2015/0337027) .
[0036]  Ffrak A PETRATL &5 443 AT DAY F 1~ A JSTRATL fLadetth, pirad vl v e TRATL A, A4y 3ak
U8 T AZRTRAIL R AILE M IS TRATLI S 1 15- 1224 S PRI TT 46, TR dh 58 115-281
120-281.,121-2815k122- 28 v S FERRFREE o (r 20 5T /7 AP, TRATL Ly JIOAFAN T M 55
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Fa3E I A\ S TRATLIF 55 115- 281 FR FEAG Al « A S TRATLIF 5 115- 281 FR AT A S i A
SEQ ID NO:80H .l I IEAIHT S, 7 DL H 2R ok 22 S B AR Al N 2 AN TRATLEE & )y
B2 1] .2 WAGIUISEQ TD NO:87HISEQ 1D NO:88.

[0037] & AH T 255 AT SR TRATL G5 A R A 1T AE W ANAZ O HL AT DA e &
I Z LR - 41 2K 1l 16 B R T AR WA AE A, Bl PACE 1 o 425480 AN DN / it 2/ e e i
o SINTAETIRE R Z IR 2B R A T o ARG B BOR A DU PR AR %
JRIE) P 4] Fh ) SR S R T DAl oy At S SR T ik 22 IR T MR A AN 52 o
[0038]  ASCHI AT TRATLES A B E Fr A T FE A ) — A al 2 SRR 1) it . &
N5 VAT £ 40 AR S ENEs %7 N s Novals el B N ) N S Pl 0] S 1l U N SR 89 s e
VRN GAT DA o 88 [ B {5 R P A E R X3k, SRS 5 Tk 231~ 14 T DA Py
T AN PRI A X3 o A2 A ST T 5, 2V BR A B RT LA 5 BTk 73 - I AEAHACL
2K Z AR SF IR IR AN S) o AE F AR S 5 2, BRI S0 A= P23 e slon) 285 4 Sfe 1 22
A LR A AR T AR 2 P RSP SRR e, T A AL AE W s MR BN IR G5 A9 A AR5
Mo

[0039]  Ffrik = ANTRAIL W] PA PR S5 A o et i Fh 1 % 8 S SRR TRk A il Y IR e B A
TR SRS o [RIFFIE , TRATL oy SRVEHBIT T 11 1 ZE 20 S BERR TR ILAG A IR B AT Va4 2 Pl
WL - KA o AR IR R ol S AR 78 400 TRV A AR o3 T H¢
VEEE AT — IR S BRARHY , AR B B th H 2R ok 22 2R ol H A A AL i« £
RFRE S0 5 U, TRATL Ly PR AT VA PSS A0 e St it A H 2Rl B 22 2 R PR
R HARIE o TR IR A TRATL ey £E T 3R =S AT P VE TRATL S AL B8 TR] A0 15 B> 22 S R I Bk
(SEQ TD NO:88) o X TR TRATL Ly, L - KA 2 [ FE AR, PR AR
TERZWN R TN o TR MR E R e L R A 1 22 20 S BERR PRI K, R 1 /26,9
1215501 8N A B TR IRIE K B Tk SR e e e e o B R/ 22 R FR e ey , Bl 32 2 Hy
SAFEIR H SRR AN 22 2 FR A IR R o LE RS 2E T2l 3UrP, IR TRATL Ly L - RPN
fif 2 [R] (e 2 (GGGS) M) (SEQ 1D NO:81) , Hrfinjg 154, sk HAES HEF] 41GGGS
(GGGGS) , (SEQ TD NO:82) , Hrhinjg 1254 AR RS J s, AR TRATL Ly 5L - KA W
M 2 TR 82 W FLAT SEQ 1D NO = 83 i i iR [ 2 2 R 7 A1) o A1 Lt 5 )5 5, B
TRATL ey HL- R WENE S 2 RO W A SEQ TD NO = 84 1 ] 1R 1 2 FE PR 7 471
TRATL g, - GOAZZ AR 2 A A S A Ny TRATL Ly, HAORRAE P ik =N M PETRATL AL A
S TR B H SR B 42 5 R AR BRI IR TRATL L 510 ) G AR Pk 22 IR HH 3R/ 42 51
P2 - 2 WASIUNSEQ 1D NO:89.SEQ ID N0:90.SEQ ID NO:91F1SEQ ID NO:92.

[0040]  FRUE B TRALIL AR eI =AM TRATLIE A . FAACKRUE, 2 TR ZETRATL) =
24k, R — NN = B A A 45 K9 35 EJFOLDON T 41] (GY TPEAPRDGQAYVRKDGEWVLLSTFL ;
SEQ 1D NO:85) #£37°C NAERFTRATLIUFRE PEFNIA M35 1 22 /D 48/ N (Kouno %, (2013)
J.Invest.Dermatol.133(9) :2212-2220) . [N Y, ¥+ R FOLDONJK 4 A\ FJHi s - SUMORRZS 5
TRATLIPINSG 2 [A], DL~ AEHi s - SUMO - FOLDON - TRATLE &4 1 o B iR Bl & 25 1A ek , FEAE4m
NuREF=P RS> 10mg /LI Rl 5 25 1 7 i Frid 8 A E AR, {8 /s HFOLDONF 0.5 7 AE
TETEAMITRAIL AL, FRE T AU TRATL AT LA S5 ) Gp AR (AL [F] 25 25 11/ sl 5 I AE 298
N, LABE s ik GpAR A #5 AE0s 1

11
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[0041] RS H AT AR I GpAZZ MR &8 1 T DAl i ) B 2 4 B R ) il
£, FOHoR R 2 A A Y AT G PR A AR sl 5 25 1 AR IR oy - 1 2 i P sl 2 Ak
A e T A E A 1E R AR S SIS N AR AR LA A A ak il &8 I
ik, B AR i AR kel i 28 1 40 B AR S M Al o PRI , AR A TR L T g s 5 1 GpA
ek H &8 A IR oy 1, AR S IR E S/ sl Rk A BRSO 1, firak
PR BN HUA S A LR T (BIAUE S 26055 DMEIEAE BRI 75 3241
JaH PR 2k o 0 B A AR 1 Gp AR fA kil 15 28 A AR o3 -1 e 4, ol s e A&
HATEE 2 PN o A 2 4ni il LA s Oz An i (B a0 2L ah  FU T sk B BR AN ) sl Az 4n i
BN KIAIRA EAT ) o

[0042] A=A N0 B/ A e, A& I 1 G AL AN / sk 15 25 11 R DAJURE 0
Bl S ] 25 FIRE SR 29 40 S Wb o A SR 3 B 259 2050wl LA RS 1) e /i) ke
THRIK N 25 251 VA SR AT 3l P TRk PN T 5 o feali (1) 25 20 5 W v] DA Fl AR AR
N GRS AnRT T SR 25 2518342 1B s A ORI 75 77 SR A 2« 2 LA a0 €l At 1) 25552
(Remington’s Pharmaceutical Sciences) (5819hk,1995) .

[0043] PR 6 G AR AR/ Bl &85 1 AT DA N 2 B 2 Ze 74 B0 2y 5 161
I o TR 2R T DA FE ARSI AR ATz 8RR RO 77 S T8 77 2 b ) 2 1
TR HUA bR 7 3 R (A H 2B B ST (BT I ER ol AR 2 ) 5 o

[0044] 24 2i ¥ rh i 32 B AR s U AR AR 571 AT LU /KM sl AR Y o il 18
(AR BRI A AT DA i 5 K AR BRERKIS i s N\ i I 7, T T ee b A e T s E
Shes 5N A S A T AR AP ESE /K e SIS B & BRGSO MR
BT . 292 A ] DA AEZ9pH 7.0-8. 5[0 Tri sZEIREk £0pH 4.0-5. 5[ LFRERZE I
W, HAT DAt — 2 B AE L AR ok S A T R AR B 25 & v] DAl K 3 A
B A4 5 20 5 RO (CEWBURIZ5) (Remington’s Pharmaceutical
Sciences) , [ 1) R G Hl 25 Bk TOF sk /KRR ITE S0, VARt A7 o b AN, AT DA Fid &1
TN IR bR s H 2R , R A A IR ) Gp AR fA ke &5 88 Y BCH BSE R T o

[0045] Ak BHIO BRI GpAZR A il 5 25 1 Bk AW A S W 45 2591 128 A A il o i ik
IR PN SN o2 P LI PR IR P S SIS T TRk P oo e PR s R T 5
S PSRN AR okl AN R G ] DAs PR i slae S o N R ke 4y
2y G AT DAE S H Rk BB RS o IR RO Bl S AR RS
25 25 AR TN B OIS O0 N, iR B8 T DA N BB AT A R skms B,
Rt oy bk il DA 8 e RO ke 2245 25k 105 T

[0046] AL HHINAL GV T LG E AN 1% « 25 FE I E INA 25N, AE AR B IR TY
PRSP A LRI g 'E I8 Al 2 /K R B 2, e AT 25 IR e
KRN TR e 7 v S 8 BT R G RS & T B ANE S B E Jo R 2= 1K
LA B e 75 1k vh 5 7 B AL A WA FL AR B B G R SBR, 16 S R A7« il 25 1
VA FERE T 507 155 P AR 5 () 32 45 sl e SRR s R B QT SOk A= s ik
i BEEY BInSE AL R CEEER) Bkl e U AREC i, B A 1R 5 AT LAE ki v
SR 15 o A 7 BH TR I 75 8 A (R AR B IR RS2 TR] 28R PTARLN 1 25 15
WE AT 5INATRGT
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(00471 Py AWt ] USROS TN o £E 1K B850 e )5 2UHR , K5 i iR el FRU Gp AR Ak ik
Rl 5 RC 1 B F T IRON T8, st i LA PR E R A OB N TR, T =R st
A A 1 155 55 0K o il TS 2 259 — 2P AR AEWO 1994/020069H , Atk 147421151
EREITRIN I SE S

[0048] AL WAL G AT LA o T AL A2 Ik o X 28 1] 24 AL S i) e AE AR
SHHATE 2 N AR5 U5 20 A R IR R GpA R PR Rl 25 11, 1T DA ik I B AS
(0 FHLE R AT P SRR S R A P i L FH R 8GR LA« S 5 P AR s A
i A ) RV R e KA L 28 e i B A e/ DM O AR 7 PR P 7 1 S
77 o P LAE S S8R R LA A S A A B R OB AL « 8 PT A S AR R A
TRV AVRKES FUE AL T 7T P 79 ARG 15 71

[0049] XL E Wl v LA A BT Qs JEs 7  dhel 71 S AL AR R S0 BSOS A P
FORHLLE PT DA 005 25 RN R O U R R B A B Qe P e PR I S T % 2R3 < 1L
BRI IR o OIS PIAR 28 RUL BN, P RE T2 5 T 75 0 o TR S 25 IE A AE
FMRAC, FT DA 0 2 s R IR Rk ] R ISR AT B IRk A=

[0050] A% B RO A G AR (AR / B R 154 1 1 DA i 05 R A el R B T 7 OB
SR IRIIETY FRRE I A o IR, AL WA B 1 1677 PO SRR e e 1 T 125, Fird
3 E I A RS AT T N 545 24 U OB G A PR BB A 25 H - R RUR A AR
FIFEARIE I e ) LA SRR TION F OROE, ik FLRSE : () IR AE O™ i 5 (b)
PR ARV R IEAE AT FORIE R R AP EAEIR I A e 5 (o) IRIIEAE BRI T RO AE R R PR
TERAEGAL 5 (d) LELATT S Firdhe i) AR BRIV ERE - IR IE R 2 55 (o) A2 LATIT
A FITIAAE AORE R AR S8 2 PR R A B BH - AEIR SR A 5 (F) B IRBm B AE FR B ST -5
(@) VAT Al (h) BRI T o AE BRSPS DL T, i 200 P LA F VRO SR AR
S E AL T R AR B E « A A AL WIRITS TR TR N, “45 257 Ui PN 45 25 21
VA RAE AR SN B R e 25 B A sl 21 2o el (YD G AR AR sl 15 25 19 ) A 300 S T

VAESE AR EON G et I TR DIEIAL - KA e e o i PR s 2 T LA 45
ERep Sie e CIN G SERI=VRE V E

[0051] £ EE 5 5 U, AT At A Gp AL PRl il A 2 T F 1187 s 25 A
TR TRRAE B AR LR P 0 S PR SO L AR i (ALL) DL PR A e 24
e H i B A ORI EABIRAE « X ESI e T AR AH AR T M R o iE , AR HAFR
TR IR AR AT SR E IR KB E R < TR O S L AT SRR AR
1035 ~ SRS SR AR 13 s P bR 2 A P P IS AR E PAVRS PR M PR R A 2
PAIJRE o N RSB e 23 A A Wi 2 () AR A O A R I RCDIA T 478 038 AR G S R TR 191
UM G, A R H TV 5 S A5 4 (BIATDS) o 5 RA A s AR S A I s
I ARG REBR BN R DT 28 S SLE AR G 38 IR  ATDS S5 o LA [ 4 G i
PR A B T R I SR A i ER 0 TR 2= R RS 2 K PEREAAE AP
IR S AGPELLBEARE I R (Bl Az Eain 2R 5e 22 RU) UL P
VERFREAL SRR EIPERT 58 B/ NER T 28 ERENILIC ) 53 B IS RIS o I o A E
ST 3, TR O R GpA L R Rl A 2 FV M IR T AR AT bR R L SR Ak
IREL A P P SRR P L9  BAMIR L TR AR FR R AR LR IR R B 2R A P I
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T PR A IR A B 4RI U -

[0052]  PREES LB I ARE PT DAAE AR AR 18 5 1 A N el A A I 12k HP i R 26 e g 14
P, B an i A K5 B D R AW A AN E 1 o PRIIRE , — 5 T, A R RIS K — Pl (R
BRI AR TR T 1, BTl 5 A g ) vk B 45 25 R0 O AR & IR R O GpA
ARk SR 1 o A4 E S0 T 2R, BT B ALL o AR E S0 7 2UHh , A8 A DL KA
P I 2 TR T IO I TS Y AR P 80 (R G AR AR it & 26 1 B4 3K | T IR 2 119
GpAZZ K

[0053]  Fr i A5 1 GpAZE P sk i a5 11 AT DARR S M 296 J] — Ik 28 290 H— IR Gl b
IR R B — R I )5, 7 B — 24 741 (B 3 2597 18) Bk ST 25440
— oy RS 2y TS T 29 A REAHAN B T R Bk 25 B SR IETRE o ib S ek it 24
FAFE R ANPR T S FEKAA IR JERA IR JERAE K BT~ AT I e R R PR 25
W) AE R S, BB ALLIY R AR 45 S US| s A AN AERF 1 3 M T I B 1B %
29T A 53 26 25 AR R B I G (1 Gp AR PRl i 585 1 o AR5 8 Sl Fh , i 6 (I GpA
AR B Rl A8 A5 AT A BRI 1R 77— 2 45 25 (311402 WO 2007/103290) o 7F 53—
ANFEE S, BRI GpAZE PRk Al 2 AN 5 R W fie & B il 71 —ike 4 25, (H S
FAfIT 251245 25 iR il I GpA LR A sk il &85 1 P DAFEAE N 2 25550 Ty 0 61—
o AL S 2 1T 2 SR e RN 45 2

[0054]  YEHRE S 5 T, Bk 5 ik R DL 2910/ kg 2 2910000/ kg (45 24 & B 7k
FEIIGpARE PR Bk B G 5 1 o A1 SRR E S0t 5 A Urh, BT iR B I Gp A (R sl il 525 1 PASE F 29
20.50.60.70.100,200.300,400.500F1600U/ kgl & 25 245 « £+ 75— 5 a8 S it 7 20, firak
fEk I (1 Gp A AR ok il 55 1 PA 291000 TU/m™ 5 2920000 TU/m™ 35 BBl P [ 7 (451 471000 TU/m*
20001U/m*.30001U/m*.40001U/m*.50001U/m*.60001U/m*.70001U/m*.80001U/m*.90001U/m"
10000TU/m*. 110001U/m*+12000TU/m*. 13000TU/m*. 140001U/m* 15000TU/m*. 16000TU/m*.
170001U/m*.180001U/m*.19000TU/m*&; 20000TU/m?) 25 25 . £ 5 —ANERE 925t 5 2o, ik
B A GpALR AR Bk B 5 2 A DAEZU3 R E 210K (141345678 98k 10°K) [ [RIBE ¥y
AsnTA A ZE A ATASI 7K O FIER B FI25 25 o E 55— 300ty 2, BTk 7 i dd s 25 A&
B AR A Gp AR f el Bl A 2 1, L 58 A 0L - R AT e A b 7 2R 7510 i A R ARk P
TEIAF T

[0055]  FR{L T N ARPR AIPE St B A I E— 25 B H A K A

[0056] S - A TG PE M Com el R IR GpAI =4

[0057] Wi L Zh L - X AW g 441 an N\ 2R L - R %W e g (hASNasel; UNIPROTE L5
Q86U10;SEQ ID NO:2) FBKER L - KAWL (gpASNaselakGpA; UNIPROTZ 1 S-HOWOT5 ; SEQ
ID NO: 1) &4 AN G5 AL I « L - ATl s E Jm T3P ) ~ 360N FRIL (1N 45 A4 3, FNIh
BB AR KNI ~ 200 FR BE 11 Coits 45 A3 o 1E M LB B, SR 1 T K 1R 45 B A B8 AN 2 BR SCEG B
(Erwinia chrysanthemi) [ IR ARSI AR L - MRS B Ol 29 350 Ga R 7 ik
T HA S X FhCom 45 H3,

[0058] My B A Wia Ty A Bk 2 —k B TR ], LS BN R B v R I E.
TR R KR B e s e R AR IS « 3R IIANK 740 43 BAT BRI L2
W oI5 A G I IR Ge ki 1555 » % e B AR R 8 MO I G AT S 4R L 4 (96T
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IS BIRAES K A O A REARN L T
100591 g T HEAGOAICHIBRALAIIAE , HAE T CHiLAIRIGOASE (A4 AT SR ERTISE e
L~ RACBRERS7 .- hASNase 1 Go IV IEIL - KA e A SCER L~ K e RSP
BULLH AR A28 57 2 A A5 T 5359 G T3  HGDA) 551 -359REFRAE (SEQ
D NO:3) KBk b T2 22k (A IC - T IR RAE ) I 126 T R v B
SUMORRZE I FANIICH BT GO MR (1) .

[0060] 31
(00611 [0 e SEQ 1D NO:
2KGpA 1-565 1
GpA359 1-359 3
GpA367 1-367 4
GpA369 1-369 5
GpA374 1-374 6
GpA384 1-384 7
GpA392 1-392 8
GpA396 1-396 9

[0062]  *AHXSF-SEQ ID NO: 1.,

[0063] X B ChffEk e 11 Gp AN EEIP) B 2H of SRR SR WA 25 1 B om0t 2k, e
2l 21>95 % R AR (E 1 SDS-PAGEMI &) o RV A A E VESUMOFRAE A D)4 JF GpA36 T ££ 4407
PN PR TTNE , (H RO s L 52K 8 E ATER I H B R E MEANTE M B A RN
&, A YN Cy s 388 AL @M r) T BB e e i 8, 2 1 L - R A it iy
PERT LTSIV SR AATE A R I A A SO Ul S5 H 222D 551 - 369407 R LA Bl 11 Cl el 11
GpAF™ A B AT L - KA i ih Ve IO RS E ) GpARR , {H R 28 1- 3595k 1 - 36 73 7R IEAY B Cu ek
FEIGPARIASE M RT LAm 5 SeIUIR/ 28 1 JoT (B2 SUMOFRES k1 4 ) IRl & sl A 18 1
(BIINPEGHL) A E 1L o

[0064]  SCJEA2 : il E [A) A AR TR A Ak

[0065] Mk o T [F) A B AT 956 2 PP ARALL 1 AR A BRI b A, )2 T T e 1
f8.Z I anDalby (2011) Curr.Opin.Struct.Biol .21:473-480;Goldsmith&Tawfik (2012)
Curr.Opin.Struct.Biol.22:406-412;Labrou(2010) Curr.Protein Pept.Sci.11:91-100;
Wang&Zhao (2012) Bioresour.Technol . 115:117-125 i T-4F A= A% - T 06 5 ARy T e a2k
J&& s FE AN F SRR 1 b A AT LA BE G PR, AR AT 28 dE e AR AT PR I ROR
$E i DR, FRARE4E Tk, /K (f) (Fasan:, (2008) J.Mol.Biol.383:1069-80;Bar-
EvenZs, (2011)Biochemistry Mosc.)50:4402-10) .

[00661 1wl See i , sk S b s 577 4R T B B TTRUR IS RIL - KA Rty
AU I BN 127 PR BTN ZEFEL - KA o 50 FHDNASC S , %7€ 31 SjhASNase L AT = 1Y
Fr AR —1H B AT gpASNase 1 KK PR LA vl

[0067] Bk . e ta R IEIN AL FHA - red T 411 A ek 2T (Datsenko&Wanner (2000)
Proc.Natl.Acad.Sci.U.S.A.97:6640-6645) o P& a8 S 35 AR IL M tyr B R 2SR 2
JLEEFZ R L R aspCAIL - R AW 1zl Bk [ ansA ansB. iaaA M\ K I EBW25113 F,DE (araD-
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araB) 567 ,1acZ4787 (del) : :rrnB-3,LAM-,rph-1,DE (rhaD-rhaB) 568, hsdR5 144 fafkrh
B, 15 B KT IRBWS A o 7R, 42 B EL R 3, (i FH s el ke i s ok B Tl 5
keioW Pk T EZ i E£EGEREZENWEIN (Datsenko&Wanner (2000)
Proc.Natl.Acad.Sci.U.S.A.97:6640-6645) . SR , Bi Al £ PCR=#) F T EBW25113
T e A A e 5 DR R A T IS 1A o 25 AT T A 2 PRIk 2 1) el v TP LP i 20 g JBokr
pCP20FEAL AR BRI HBTHARER) , SR pCP20 AT B TRIPR FH MR o 18 FEAR R] 1
FEFH AT IE K ansAFlansBER-AIC S ZRAT R IAHHT B ERARBW2 A

[0068]  BfhASNaselFllgpASNasel 7l 2IBW2 A FIBWS A B o {di F 5| #INde1-hA F1A1hA-
BamHI R573VA M. 5|#INdel-gpA F1FlgpA-BamHI R565%3 Bl HiZmibhASNase [ %ALY,
51 FligpASNase 1 11505 FR AL AN EE N (552) « fEBamHT/Nde TIM L5 , B PCR= ¥t N 2
pBADZ AR H o SR J 415 B0 20k T 56 (L B PRBWS A FIBW2 A, 13 B R FRBWS5 A pBAD
hASNasel.BW5 A pBAD gpASNasel.BW2 A pBAD hASNasel#F[1BW2 A pBAD gpASNasel . iABBW5
AFIBW2 A FHpBADZS S A A DA 5 0] i

[0069]  3£2
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[0070]

SEQ ID
519 JF3] (5°—>3)
NO:
AACGTCGGATCCTTAAATAGCCGG
gpA-BamHI R565 10
CGGGACTTC
gpA_F ATGGCACGCGCTTCGGGCTCGGAA 11
gpA R CCAGATTACGCAGCAGAGC 12
hA-F GCTCGTGCTGTGGGTCCGGAA 13
hA R GACACCCGGCAGCACTTC 14
CTGATGCAGGTCTGCCGTCGGCAG
gpA360-367_R 15
CGTCATTTCACCGCGCAGGT
AAGGACCTGCGCGGTGAAATGAC
hA354-361 F 16
GCTGCCGACGGCAGACCTGC
_ GCGACGTTCTTCCACAGACGGCGG
hA362-369 R 17
GGTCATTTCACCACGCAGATC
AAAGATCTGCGTGGTGAAATGACC
gpA352-359 F 18
CCGCCGTCTGTGGAAGAACG
TACACCGGCGGCACCATTGGCNNK
Libl M22R23 F 19
NNKAGTGAGCTCGGCGTGCTTGTG
CACAAGCACGCCGAGCTCACTMN
Libl M22R23 R NMNNGCCAATGGTGCCGCCGGTG 20
TA
CTGGAGTGCCAGCCCCTCTTCNNK
Lib2 D84S86 F TCCNNKGACATGACCATCGCTGAG 21
TGG

17
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[0071]

Lib2 D84S86 R

CCACTCAGCGATGGTCATGTCMNN
GGAMNNGAAGAGGGGCTGGCACT
CCAG

22

Lib3 H114G115_F

CAGTACCACGGCTTTGTGGTCATC
NNKNNKACCGACACCATGGCCTTT
GCTGCC

23

GGCAGCAAAGGCCATGGTGTCGG

Lib3 H114G115_ R | TMNNMNNGATGACCACAAAGCCG 24
TGGTACTG

i AGAAGACTGTCATCCTCACTGGGN

1

NKNNKNNKCCCATCCATGCCCTGT 25

A142Q143V144 F
GGAGC

. GCTCCACAGGGCATGATGGGMNN

i

MNNMNNCCCAGTGAGGATGACAG 26

A142Q143V144 R
TCTTCT
GCAACCGGGCAACCAAGGTAGAC

Lib5 A191R192 F | NNKNNKAGGTTCGCAGCTTTCTGC 27
T
GGGGAGCAGAAAGCTGCGAACCT

Lib5 A191R192 R | MNNMNNGTCTACCTTGGTTGCCC 28
GGTTGC
TCATCCACGGCACCGACNNKATGG

Lib6 T118F121 F 29
CCNNKGCTGCCTCGATGCTGTCC
GGACAGCATCGAGGCAGCMNNGG

Lib6 T118F121 R | CCATMNNGTCGGTGCCGTGGATG 30

A

Lib7
A91C95T99 F

TCCAGTGACATGACCATCNNKGAG
TGGGTTNNKCTTGCCCAGNNKATC
AAGAGGCACTACGAG

31

Lib7

CTCGTAGTGCCTCTTGATMNNCTG

32

18
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A91C95T99 R GGCAAGMNNAACCCACTCMNNGA
TGGTCATGTCACTGGA
GGCGGCACCATTGGCATGNNKAG
TNNKNNKGGCGTGCTTGTGCCCGG 53

Lib8
[0072] | R23E25L26 F

G
- CCCGGGCACAAGCACGCCMNNMN
1
NACTMNNCATGCCAATGGTGCCG 34
R23E25L26_R
£
[0073]  BEFRILFNAEK S MITE R REFRIL HMIf IR EE (Sigma) B, FFHEHIMTO0. 4% T
2pMBTE I 2 1mM MgS0,.0. ImM CaCl,F1100pg/mLa 7545 % o AT T 58 MO AR Ut , RN

15g/LIFEE o AT FHPRFRBW2 A (195256 R U, il A SN, CLIIMOSE IR I o 7 75 22, M9
Br 7R BE IS INASTFIIR BEI L - R We e iy« 9 1 75 5e [E AE pBADZ fA H 1y hASNase 1 1
gpASNase 1 [/ IK , A1 AT IRMOR ZR FE VR N0 . 02 % BRI R AP PhE o IFF-7F 52 4sMOB iR e _F A=+
SR, R PTIR RAR T A AELBHRAESTC N AR K, B0 P RFAEMOR R i i e . SR Ia
K% BRI SRR R AEMO~ Al b, LA S R MR R R A AH Rl R TRV 2 H & R AR
37T°CHLE 48596/ NI .

[0074]  DNAMCZH . DNAXK A 44 PR R (MeyerZs, (2014) Curr.Protoc.Mol.Biol.,Ausubel
(ed) 105:Unit-15.12) I IEAO BRI T o TR U, KihASNase 1 FIGpAJE PRI 1) 55 BE /R
RGP H0.50 DNase (NEB) 11H1k.243 30D« {5 FHQIAQUICKEE e B 1 & (Qiagen) $2HY
100bp % 200bp 2 [A] 1Y 4 B, 112 PCREH & , SR J N GpASE A e 7 1 5| ki hASNase 1 3L
DRI 5 W B fi FiMegawhop /5 7% (Miyazaki (2003) Methods Mol.Biol.231:23-28) 155
HIR 4 B v B pBADZ AR o T BRI, 5 100 2 300ng B ALK i B FIFE R 514, 1
pBAD_hASNaselmkpBAD gpASNasel{E Az, T4 FURIPCR « ££ FHDpn TIH AL P iR AR = , 81
20 40ng & A3 TR U7 AT & B JBokr T A FEL 36 TSz A5 BWS A 411t o £ FL K
Jo B AR B Inl SOCK:FREHT, JFAE3T°C MRMHEL B /NN« AR K41 i 2L4000x g
B0, R TR AE200ul MO A RE 100pL sl T-HE#MF 0. 2mM AsnEl2mM
Asn[PIMO VAL o FERF T IAMRAE3 T Cl F 4R m , M2mM - Asn VA3 25 12 7 L ZR A2 200l 57
FEMORS 35 o 1 S A TR O B H T T8l AURT B£ 190 . 2mM Asn MOPAR . 7E37°C Ml
BARIEE R MRS BN KG  KEEEAT0. 2mM Asn P _EAEK I 5P I AELB Y i
k.

[0075]  ComZhAblakAcife. oh T @iy vilEh, - g, , 5 [#NdeI-hA F1H1gpA360-367 Ry HEX
% T-hASNase 1 FNum Z5 K93 (hy, 55136 17 755 1O 41, - 5 [#hA354-361 FAHTIgpA-
BamHI R5654 34X} N T-gpASNase 1) Cii £5 A3 (gC, 55360-565075%55) 741l Jh T I ve
Bg,-he, i 5 |#Ndel-gpA F1FIhA362-369 Ry M F-gpASNase 1 [N &AL (g, 551 -
35907 FRID) I F A1, FEAE 5 [ WgpA352-359 FAThA BamHI R573% 4% T-hASNase L[] Cit
SERIE (hy, 25362-57307 735 1T A1 518 T2 AR e i HiE S i 5 1 Wnimad Fr Behy
Mg 2ke Mh HIPCRER G A Lk 1A, SR 5 5e 2 2 pBADFIPET R fA HH o
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[0076]  fifrit v P PR me P AN RGE o 3500 B I s R E A T 73 5 TR BUSURE T o R AR P 6 TR
RS RIpETEUA (MR IpET 14bLA fudfiHi s - SUMOBRZS , 1 FH 5 FH T~ v [ I pBADZ A& Hh (1 5 [ )
AAIFII51%) , PLSe VEAEC41 (DE3) 4uffurh SRk iy A Hi shRZS R T o fE B ANME 100ug/mLE
TR RMIL 2YTE R B b TR 7 A 0. ImM TPTGI 2505, IR 41U/ 18 CAE K 1 14
F FUAHTN By AR B g pASNas e T R (R K 4t i e sk B )T 4fifk (Schalk, (2014)
J.Biol.Chem.289:33175-86) .-}t d5 (H JFirF25mM Tris-HC1 pH 7.5,200mM KC1,500mM
KRR 22 IR FR eI, BT AS S DR E 2 1M DTTHAR IR 28 R0 Mt « K HT B ans B
TR At AT E AR (Schalk®s, (2014) J.Biol.Chem.289:33175-86)

[0077]  Zf 73 5E 1 o iR v A A 35 P A PG % 2 NADH A i P PP PR I R A o
(Fernandez%, (2013) Int.J.Clin.Exp.Med.6:478-487;He jazi%E, (2002) Biochem. J.364:
129-136) , FriR M T2 1 38 Ji RNADHI L« A AL R L - KSR (Asp) HIAE 7 - NADH[A]
NAD B AV I8 35 45 Y6 TR R 9737 °C R 340nmAbIR I {8 1 B o BT A3 DU A 2
100mM Tris pH 7.5,0.4mMo- i/ 2410 . 4mM NADHLA 2 50nM (hASNasel \hN-gC) . 10nM
(gpASNasel.gN-hC.63-hC.64-hC.65-hC.SA-hC) 5k 3nM (ansB) F12E R H— X = 2E T
DL (Sigma) FIFESREFR T 2R (Sigma) A& FH T IDEHE S N O BORE , 43 A1 (5 FH5 H Az
FI1EL ofifi HSigmaPlot (Systat Software Inc) BiEELE EIKEC 2. H1 ThASNasel [l
PIFIACE Bl A R T RSk AT

[0078]  ZHffuk%F+ . LOUCY (Ben-BassatZy, (1990) Cancer Genet.Cytogenet.49(2) :241-8)
FNSUP-B15 (ATCC CRL-1929) 4l 55 A INAT B AR o R FT A 401 AR 183 STR (el HR IR
FE ) T8, AN S K H T-Global Bioresource Center ATCCIKAHRNSTREINTEL
$100 9% VTR« A7 4 SR 842 50 o S IR 4R - LOUCY AISUP - BIGARfitd 25 A1 D U5t (5% €O,
37°C) W, i FHIEANE 10 % FBS (Hyclone) Mllx i 2 - 5555 22045 (Invitrogen) [JRPMI
16405577 577  L- A S I ELE AN N2 A0 fu i 72 b 28 2 B2 2mM o R 411 i B 7
(5x10°/M4HJi9 /mL) [190uL 2543 AR IR JER 96 S LI TR 8 A, £ 10ul. DPBS (Dulbeccol
MR 2B IR 7K Mediatech) BE 2K EEAE0. 0000150 . 1TU/mLyE FEl PN A A AL - KA i A7
1E FHAT— R =575 AT AR AR AE 3T CHRIE A5 % CO, 1 it 2= il B 4 K , UL
uL Alamar Blue (Invitrogen) EZIREEN10% (v/v) , FHEE AT ARAK St 75 2/ NN, AR 15
B RS o U 4 A 3 T SR L - R B E N AHEL T/EDPBSAS By 28
b s GOzt

[0079]  SEPERGHIH A -l T A T L - R AW RS e O e B AR G, o7 B A KA
TR SN AT P A R R R o R 1L - R AR it e (L Asn K Ag A sp AN, T A& -t
TN BB R — A RGN I T SN P A ME— SR AR w Tk, S — D R R
i PN Asp B FRER AT R R o

[0080]  PRIPRBW2 A : £ S 7 DAL - KA il S S AR o T A A i JE AR R 224
P o T R AR R B AIMO P A= R RNV PR R i, S0 3 LANH, C1 R I TE kAT - 2K
I, AEAAFAENH, CLRTE O 1 B8k T A A FE i PR A B BW BRIk 7] DA 5 2k rh
f2mM AsnZEAK o X UE ST T R AT LA 8 B PN TRL - KAl 3G PR T Asn BN 4
U o 0 T A 48T FR ANIRL - R AP JHe B s 14 7 A [INHL C LI BW R AT B Bk , MORAT 1
BWS7 A BRI I P Y JRLL - R AT L IR (ansAFlansB) , FAEf5 SCH e FRABW2 A A51F
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R, 58 = PN IRL - R ACBERE (111A) ARBEEAC, e X Asn A IR 5 =K fE . 35
S ARSI A N B R R A TR T]2mM Asn, BW2 A BRI AE K AR R 6

[0081]  PRIARBWS : £F R AGAIR 5 THIATL - KAl s S A i o KA it ol LA e 7K i
Asn (L- KRAPRIEHEEN) sl S B RIS N 77 A Asp o SR A7, S ACBWIRAR A 7 /M9
B B R A AR I HAspHGR N 520 o Ny T P2 A0 Asp s 7RIk BT KA PR BRIPE , K4 Py
A 3N NIEL - KA 3L A (ansAvansBHAI111A) Ak, 7 ALK AN SE 0 S L FE R AL
(aspCHItyrB) il o X 5 FEP B ik ) PR PR B PR BRPRBWS A 0 1 AR BRIPRBWS A 3515
AspEFRIRPA , LEBERMIAI *MA s I i AR 7R MO H A K o SR B A A T A s p I S 75
FLOTE AL FBWS A ABRAEK R, A MspI 5 FIELEIAEK .

[0082]  {ii FIIBW2 A FIIBWS A FRi PR e FE Pk L - R AR ve [ o« 08 1 R 2 aX L 4T b bl e
73 ] EEATL - R AR BHE Ve B R G DA S B S W B e S e VEK 5
(3L b AL - AR s 2 TR DX a3, o0 A T 3k BATARK L - R Aok 2 A =K
UL - R AT BT BW2 A FIBWS A B AR 1Y A= K o Rrdb A IO AR 1 B AR TR L - R At i
(hASNasel) E@?#?EE?S@LASHE]@KIHE%@%TE N (Karamitros&Konrad (2014)
J.Biol.Chem.289:12962-75;Schalk%, (2014) J.Biol .Chem.289:33175-86) , -~ 47 H
PERK L~ RIS KR L - KR ABEZES T (gpASNasel) [FHFFAEAE T4 AsnffIK 7ERUEE /RIS
P (Schalk®, (2014) J.Biol.Chem.289:33175-86) , MM FHEARK, L- KABRIG .
BRI - R AT R P A IR e B B pBAD A A, DU 21 R Gf 2 1 A e
*o

[0083] £ BLL- R ATy SR PR E— QIR S — MR S 4o, KEBW2 A JTIpBAD O
FEz 1K) \pBAD_hASNasel (73K fil§) spBAD gpASNasel (IKK i) At o Ki AL AL it /E Bl >
NH, CL{H B e FE 2R B i [ AsnIMORS 7 2k i A= o TIUTL AR Asndk BERH S e bty A1
i IK W1 pBAD_gpASNase 1SRN ER (1A « 55 R 7k, BW2 A pBAD_hASNase1H1pBAD
gpASNase 1 5 [ AR RS BB T-Asn 3k B (BIAsnik FEIWEE S S BCE AR R
if, ARAEAsnIR L, 7EBW2 A pBAD_hASNasel5pBAD_gpASNasel 2 [A AT B H AR Z R,
BIATEE0 . 2mM Asn |, KKK - gpASNase 1FfFIBW2 A 41 B 5 #5 HK - hASNase 141 A
AT R S0 5 20 5l BRI R s ST 5 2, A e R Al & T X 47 Asn K BHA
7= FINL - Rl -

[0084] 1L T-AspEr FRERFAIN S Rl sk R 4erh , KBWS A [AIAH1 JT]pBAD . pBAD_hASNasel
i pBAD_gpASNase LAY KT AV AN AR BG4 MT W S 2 B2 R T Asn ) 52 MO 7R B Hh
K IIBW5 A pBAD_hASNaselF1pBAD _gpASNase 111 A= K AR T Asn ik B o BRI 2, fEARER T
JAC BB JEC T AT (K = 50pM) I HLA SB35 10 AN (K =3, 500pM) 13K EE2mM Asn
I, hASNase1HM1gpASNase L AV IBWS A BRIAR /s HHAHVT I AE 4 o e A i, 75X AN = 1)
AsnIKJE T, BWS A RARABE TR RIAMRK - L- KA AN R 5 ik =K B 4T X 55
TFAHB, A AR IAsnIR B 1, HUATBWS A pBAD _gpASNasel RS AEK 550 |, 710 2mM
Asn, BIzefk T hASNase 1)K {H 5 T-gpASNasel[¥JK [FJAsni&JE [, BW5 A pBAD gpASNasel[]px
V& BB, TBW5 A pBAD_hASNase I NEEAEK ABAFEEINE , ABX A 22 AR Tl
IR, BRI 24 L0 0002 % -0 . 2 9% FIE FE 6 FH B AP (B A DRk i 75 S0 I, I T
REVERNA . E 2, iR g RR A i AR5 5 VAl I AE#5k5hASNase 1 [BWS A 3k
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gpASNasel[FBW5 A 7 [HI % B A=K 72 S B SO T AHR DR K L - R AR IK o
[0085] Sk T iZinctll— A AR G0 A 55 T I L - KAl S i R U i 28 (f5
BW2 A PRIIR) ASGE IR A8 DX 43 =y AIAIRK (R , 1117 3T T i L - KA I il S (R 2 LR
AspJ e (fs HIBWS A BRIAR) , AEARAsnifR BE N AfSE AT DAX 43 4 Asn B AT AN R S AN i, A
ARIBMRK, L- R BB 20 BT B % o (AL, B A 2 I AR AHIRK 2L - KA
Mg AR AT BE— 2P e e T AR, AR FHBWS A KIGH I R PRk AT

[0086]  DNAZKJISUEH « DNASGK BRI 2H it — M T T AR it A% 2 A AR ) AT 2k 5 1 < hASNasse
FgpASNase 1K 11574145 W& A5 5T3M565 k12 , I FLAF S LR /KF | H569.8%
] —E (R 17055 R) - 1 FIhASNasel (SEQ 1D NO:35) FligpASNasel (SEQ ID NO:36) %
FIE R AV FUCRA T AE, 4dhShASNase 1 FlligpASNase 1B [KI/EDNAZKAY |2 7R
75 % [l —1E o« IEWEASC 2 B, hASNase LA Asn H A 3. 5mMIIK |, 1K ERBRIOK B A e e
50uM (£3) o REDNAKCEH J5 12 FH 1 B 2H BT R PR L - R A il , DA ARAS R KR RO ICK
{H 55 N\ F AR AT RR e R S R [P R R R 5 A o SRR T iR S 1y B2 1 pBAD 28
P BT B RS SCZE ] THE L BWS A TRIbR « FAIRK [ 938 PRIGAFAE (T 4n b Rk i &
P R KB AE0 . 2mMIJAsnik [ T, AMOSF- AR/ B AN TEf% (#63 864 (HE5FITHSA) o X 1L
Yo B A1) 53 A o H 20 S T2 R A=A e N (B b)) S Aia b R e 25 P ik 1y e
W2 — (HSA) W A e Z5 s 2 A s | Nad FH 48 1k 2245 (STOP) 119842 (K1) .

[0087]  ChinZh AN 245t Ay 1 sne/IME PRI GpARY e S5 185 T 55 A ZRL - R AT iy
AT RE— B0 AH A WKE/ KM T TT AL ARK 1R o (RO o 2AC 2H S AR WAE A 2K Co 4544
32 AT AL - KA il S5 A Sk ) i S AR (15 25 P B gpASNass e LI A R B /12214 o
B 5 AR AT =7 A1 A —1E

[0088]  [AItk, ;A T PIMMIR S A, — PR yhy - g JT B4R 2 IKER Coim 45 A 1) A BN
Ui S AR, 55 PR Mgy - h S ELRE R B S Com A5 A I K ERUN A e (11 3KR3) o ixX
SO SRR ED F12 KA UE 52 T 10, Horhy - g RIH ShASNase LRI B0 )27 14 ot
gy~ h A H S gpASNase LA 2h /171 it (d) .

[0089]  sXANEEIRAIESE T GpAIChig 5 AW AN NL - KA WAL ARG 1 , I Hn )
SEATAEZIAK o T F bR %0 HoA gpASNase 1 8 ) PE 5T H ShASNas e L AT i Fr 4
RSP s B, DAL e o Ry L A 20 P O 25 AR 5 P\ S Coimy S5 A S RS B AR, W k4
Ay FE#63 864 #65FN#SAYET T LAE S (B11) Pk TR e FERN63, -h, 64, -h,
65, -h FISA -h. SHF M hASNase 174153 I R B85 . 7% 91 . 1% +87.1% F191 . 6 % [1J[7]—
Pk GR3FIEI2A-2B) .

[0090] 33
[0091] it 24 R EETIEE | 5 hASNasel [F[F—1£% | SEQ ID NO:
hASNasel 573 100 "
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ansB 326 26.9 -
gpASNasel 565 69.8 1
gn-he 571 83.4 37
(0092] hn-gc 567 86.5 38
63n-hc 571 85.7 I
64n-he 571 91.1 40
65n-he 571 87.1 41
SAn-he 571 91.6 42

[0093] AR PRAUMEALIERT . 9 T HIE63, -ho 64y~ h 65, -h JFISA - h SRS B 1A R, H5
G X LR L AN re AT pET 14b Rk 3, HHAECAL R I 4 Hp 2k « AL 1)
So L - KAWL G 1 (R4) BB s T RIBHRIL - KAWL ansBULERE AT iR o[ 5
WAL T T i UL - R B R A T hE e o W 42 B B i o o ) b e B
hASNase1[¥)Chin G5 F43 141 e % S5hASNase L 38 2 I H =510 721 Al —1E (085 %) , (HZ) 1+
VEBURAT BT Z /T N K [gpASNasel . 763 -h. (F5hASNase 1[4 LA785. 7%
A1) R AT B IRK » ST SA -h ShASNase T HA fi = 1 P A1 [R)— 1 (916 % 7] —
PE) XA e [ BAT 16 5pMII I = e [ Asn K o A BT EEAEB0pM Asn M IEE 2 1A snoKfif
AR (ks o) BETTEER , PRON 2R B ARG ML i As nifk 2 (Ollenschlager (1988)
Eur.J.Clin.Invest.18:512-6) o RIL AN ffansBiflk | g5, 041 £0.3sec ', Jf HLEFAA
gpASNase [T Ky 20sec o EEIIE , IR AJRILTTREN K, go0, E X BN,
Xﬁ?ﬁﬁ%%N—hC\64N-hc\65N-hC$l]SAN—hcﬂéiﬁﬁﬁj\%ﬂj'ﬂ?sec’1\lOsecfl\17se071ﬂl6sec’10
[0094] k4

kcat kcat/Km kobs ( Sec-l )

B e | (M) (sec'uM™) 50 uM
0095] sec sec @50 n
hASNasel* 17+0.8 3500300 0.005 ND

ansB 48+1 1141 4.4 414+0.3
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gpASNasel 41+£2 50+7 0.8 20+1
gn-he 24+1 35+4 0.7 14+1
hs-ge 14+0.5 3800+120 0.004 ND

[0096] | 63-h¢ 3240.6 47+3 0.7 1740.5
64n-he 6042 202+17 0.3 101
65n-he 40+1 T4+5 0.5 17+1
SAn-he 3242 165+19 0.2 6+1

[0097]  *fdi AT /R TR BN 1S5 (h=2.1)

[0098]  ND. AffiE

[00991  AJFUBL - RAWENE T vo B 4N RS 7 Al o O 1 1 E Gp AR E 53 I H HTALLYS

PE B AZST-ALL LOUCYANB-ALL SUP-B154MMI0 ZA 5k e Ik BB T2 mi ) gpASNase 1 o IXHji 4y
Frit) 4k R4 gpASNase LXLOUCYAISUP-B1540 0 22 20 HI 2B H10. 00015TU/m1 £710.. 00036 TU/
mlfIC,, (R5) AEAFE RN , iIXELIC, (A 5 KGR TTUERI IC, (A PI LE .

[0100] iR 1¥{ T hASNaselfllgpASNasel FIHR A AR PTALLRAE - JixX Lo s g e £ 1 veli
8y~he~63-hCHI65-hC, R AxX e85 [ H A fAKIAsn K (5370935 4THIT4pM) I I A
BT TgpASNasel (50uM) 95 o F1 165, - hCIR UK A, XA ve e 5 AR 2 AT
B IC, 18, (HAE R ST - ALLANB- ALLARE P 2 J5 75 2R A o A 3% (1C,, AEmIU/mLyE BN 5
5) o helEg,-h F63 -h B UFIHAE B IIANIER Stiak 175 1 5 gpASNase LAHELAEH AL o X
T iE63, -h SR X — U R AME AR S, RO IX A e S hASNase LI 1 47 [l —PE M
gpASNase 1 1T T [1)69 . 8 % Hii k= 51185 . 7%

[0101] 355
ICso f (IU/mL x 107
il 24 R
[0102] LOUCY SUB-BI15
gpASNasel 1.5 3.6
gn-he 2.9 5.7
(0103] 63n-he 3.8 6.0
65n-he 85.3 13.0
E. coli type 11 3.5 3.7

[0104]

WERRRAL , XTI T2 T GpARY HAT TR (IRK PR AR AL AR T 2 2 e 2 Y

T 63N-hCHI65N-hC4y B H5hA-FLIL 5285 . 7% FI8T . 1 % s L la i 4 [l — 1k, (H LA 54
KGpAMHIL K o 4 tKhASNase IAHLL , iX 28w [ H A 42 5100 2 140 ML 808 A 15
RUHUIE , DX g B ISADL A S IL - R AR R B AT IR INALLIR KB ]

[0105]  SZJEA3 : il ik BT G5 I T3 727 AR I N A Gp AR 4k
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(01061 {gDNATACARIZE sk St B R e SRIBL T ST /5 HA TR G A I
PG L e B T30 A RSGIIGpA369 2L (SEQ ID NO-5) HEAT 4.
Fo 2 T GpAFRIH 4, F0 Tk 2 TR ML ST DAl 538 sehASNase LIRS 2
S ELELAF A A2 o T TR P s B M O 15 T AR AE R G
(T P P LA T P A O 155y = 41 G140, T30 s 52, AR T
JCRA s FUEESA, 4 TTABSED) (66) -

[0107] 356
F14 w24 F34
GpA WAL ' | NZIRHE | GpA Bt ' | NBHRIE? | GpA BRI ' | AR
Q23 R23 HI10 R10 R147 H147
[0108] K25 E25 D9l A9l K193 R193
K48 E48 D92 E92 D217 E217
Q52 R52 Q108 H108 R301 Q301
Q54 R54 H236 Q236
K98 Q98 S250 A250
E101 K101
S121 F121
G122 Al22
H134 Q134
N233 S233
Q288 E288
E344 D346
[0109] L360 P362
T362 S364
A363 V365
D364 E366
L365 E367
H366 R368
Q367 R369
S368 P370

[0110]  'Z#FHIGpA369 (SEQ ID NO:5) .
[0111] &7 5hASNasel (SEQ 1D NO:2) kR 3L
[0112] % TS AT A B EAR E URI2H R R A A VLR 1 2R3 R 4 A1
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GPAZE PR (BRT) TR GpAT AR EE A1 SRIK , R IR EE 1100 % BT A= R M FIRaE 1
[0113] (RPN FRE PEEIEIG 7 , A- A8 TG AR FR IR 2R 11 22 B W3R 2 — PT RE b 28 o L gk
B, BdE R R A hASNase L £ ER L FE A GR1™", 5557 624 7% KL : SEDTLV (SEQ 1D
NO:43)) (14 1 BT 5 F A GpAHE IR 341 BR1#7, 5557 -6213 7% 3% : PDHALA (SEQ 1D NO:44))
R L TR R RA e ME « PRI, 258 551 2 FN341 9835 [ 2445 I Gp AL (Al it — 25 5845 DA
WEFR A GET) o FIREH, B TR ER 1 GpAZE (R R 41 ik , R BRI AR BA 100 % (B L 7Y
eV .

[0114]  3E7
- [ —PE 1% + SEQ ID
GpA359* | hASNasel NO:
GpA369 100% 72.2% 5
GpA369(hum)-41 1 96.4% 77.9% 45
[0115] | GpA369(hum)-Z 1+2 94.7% 79.5% 46
GpA369(hum)-Z1 1+2+3 93.6% 80.6% 47
GpA369(hum)-41 1-FF ™™ 95.0% 79.2% 48
GpA369(hum)-Z 1+2-¥ 1™ 93.3% 80.9% 49
GpA369(hum)-ZH 1+2+3-FF 1™™ | 9229 81.9% 50

[0116]  *55GpA359 (SEQ ID NO:3) ALt , fE AR ZAD I BN KT (B 1 -359(v 4%
) FwErF—E.

[0117]  "5hASNase L5 1-37 LAZZRIEAILL , R A AR BN K BRI AR —E , AR AT
N SRR 25 31 LA ERIEAE HAA AN IR E N

[0118]  S7JEf4 : I T-PEGIV AU 1IN 2 BRIk I 1 584

[0119] T AIPEGHIE ik PN ARG RIS R] « PEG >~ 1] DA 1o 3T L R R MU e I PEG AL AL 27k
B0 AR B B CBR P 2E 1 TP - I 2 FR TR 2L - GpAB6 IR A IS GpA36 9 1A 45 54 [l A
1 1 5k 3 Cy s 79.Cys173.Cys198.Cys296 F1Cy s299 o ZL T AR 45 K943 BT, Cy s 1731
Cys296 835 , FH AL T FASSENPEGIE - Cy s2998 AN 5 Cy s 198AHEE A A B el I ELG
VY SRR E AT DIk - R Cy s299 B AlankSer DAkt G2 S AL I PEGE 22 1™ AE AN Fa
TE AR BT AR, K5 55 198 A7 AL Y- D 2 B SR A 5848 7 PN 242 (GpA369-C198A, SEQ 1D NO:
51) 2254 (GpA369-C198S,SEQ ID NO:52) B4R (GpA369-C198V,SEQ ID NO:53) f74:=
52 b GpA36IBFAH L M S e HAT TR VER & 1 T AN, BRAEA S A FR A SOB I 11 b
S (Cys79) HJGpA369-C198A.GpA369-C198S FIGpA369-C198VEE [ L KWLl iz - PEGIL, , 7~
Gz SR Y/

[0120]  PEGHXT A=A PR IFFE E I T BTk PEG 25 I 5 A A 2 B, ABLAE R 2501
BUR B S PEGIE AN S AT S5 384N Ky IR, 7248 T S AN GpA R i, A 1554
2 AR T 1 P R R AL o AR X RIS L T, 204 T GpARY &5 44 DA 55 58 T AR S48 A - I
FRUAGRAT 2 15 PEGIY ) R L 1 DX 35 o A7 FHIO DX 20 2 1L, whZiire 25 T2 A0 St
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(GpASZE VU ZRAA , PR H RS AT B T A ZREEPEGAY AT REATRBINTE A ), Tl FaIf SMER ok
BT L X PSR IGPADC IR A T8 .

[0121] &8
X 3
1 2 3 4 5

R40 E131 R253 E340 S358
[0122] K48 N132 Q257 E344 S359

E49 K221-D226 K261 R345

Q52 N233 Q281-R284 Q347

Q54 Q288 K352

D58

[0123]  7F A DAR SR AT kAL (28) v, >k BT IX I 111E49 ok A T IX k2 K225 ok H
T3R5 TR T IX AT E3407% %20 F 15848 il P 2R R e o 774 T
FFEK225C.E340C E49CHNQ257CRAL HA 1 )— & 8L 25 H 11GpA369 - C198F1GpA369 (hum) -£H 1+2
+3-C198[14z A (FR9) -

[0124] %9
- [ — 1% SEQ ID
GpA359* | hASNasel” | NO:
[0125] | GpA369-C198A 99.7% 72.0% 51
GpA369-C198A+K225C 99.4% 71.7% 54
GpA369-C198A+K225C+E340C 99.2% 71.7% 55
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GpA369-C198A+K225C+E340C+E49C | 98.9% 71.4% 56
GpA369-C198A+K225C+E340C+E49C

98.6% 71.2% 57
+Q257C
GpA369(hum)-4l 1+2+3-5F 1™™.C198A | 91.9% 81.7% 58

GpA369(hum)- 41 142+3- %

X 91.9% 81.4% 59
1Mm_C198A+R52C
[0126] | GpA369(hum)-41 1+2+3-FF 1™™-C198A
91.6% 81.1% 60
+R52C+K225C
GpA369(hum)-41 1+2+3-3F 1™™-C198A
+R52C+K225C+ 91.4% 81.1% 61
E340C
GpA369(hum)-41 1+2+3-F 1™™-C198A
91.1% 80.9% 62

+R52C+K225C+E340C+Q281C

[0127] % 55GpA359 (SEQ ID NO:3) #HLL , fEAZ PRI A 5 A9 I BN K (551 - 35913 7%
) e mE—E.

[0128]  "5hASNasel[fJ551-37 LAIERFEAEL , AE AR PRI 3N KB e i ml—1k, XA Al
A AP 56 31 L AR FEAL FLAA AR IR

[0129]  FRrf A HH BN AR PR T 4 e ik 4l A8 5 FmPEG - 10K \mPEG - 20K FImPEG - 40K 1
(—F 5K 2 ZPEGIY (R10) o 1F 4nimat SDS - PAGEAS AT AT A 11 , PEGIV ORI/ INBl 2 15 1k
VI SR R A B B o A5, 58 S Sk eIl i - PEGLOK , GpA369 (hum) -C198A{EPEGTY,
Z PN R Ry - RER (T I PEGER (AU Z0S 10K Da) , F H.GpA369 (hum) -C198A+R52C
DAFEZ B SR - BT A%, ORI AR AT LA S B/ SPEG 31 (FH 24 2 B 5 4
10K T2 RN S 20K Da) o {E 12, IriRGpA369-C198A-K225C-E340C-
E49C-Q257CRAZ MY ) 75 ek <4k, , H FImPEG - 10K TPEGIY, « A 1117 , FHmPEG - LOKS 1X Fil
AAKIIPEGIL = A 2RI o R AR 2R 11 60KDabA 1 : 1 EL ) 5 X Bl e 1 o — e tH R, 5 1]
GpA369-C198A-K225C-E340C-E49C-Q257CHEARAARAY R I T &

[0130] 10
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£ 2mM ASN
e 5 GpA-FL
i T(i]clf)‘ ML 0%
2K GpA (GpA-FL) 41 100
GpA369 44 107.3
GpA369-C198A 43.3 105.6
GpA369-C198A+K225C 41.4 100.9
GpA369-C198A+K225C+E340C 42.4 103.4
0131] GpA369-C198A+K225C+E340C+E49C 41.6 101.5
10K-PEG f£-GpA369-C198A 83.3 203.2
20K-PEG 1k-GpA369-C198A 83.7 204.1
40K-PEG 1£.-GpA369-C198A 76.5 186.6
10K-PEG f£-GpA369-C198A+K225C 92.6 225.9
20K-PEG f£-GpA369-C198A+K225C 88.0 214.6
40K-PEG 1k-GpA369-C198A+K225C 92.8 226.3
10K-PEG 1£-GpA369-C198 A+K225C+E340C 84.9 207.1
10K-PEG 1£-GpA369-C198A+K225C+E340C
s 83.9 204.6

[0132]  *PEG{L{ii F EH 5%PEG.

[0133] 5 Tt T iR R IWPEGIY , (] T ANRIIPEG - 85 BT A7 o X T-axX B 43 A
St , i T 2mg/mLI)GpA369-C198ALA K 2 10AM204% 3t 8 11 i fifm- PEG1 0K o AN, B4 T 174
B UARE AEPEGAY SN 5 B N INBmMB - £ 3k £ 5 AIHEPEGAY SN I T) 0 #5518 41 1 OmM
1k 100mM H- SR 1 1 0mMIX & SR R o iX 0 BT A, hy 1 H R GpA369A AR 58 4 PEGIY,
FE20: LAY SR B PEG : 25 [ I EE/R L o b AR, BB - i 2E SR RIS IR (i T )5
W), T H 2R B R 2 S FR S 2 HERRAEPEGAL SN 2 4b

[0134] [ T B BE SOk WD i - PEGLOK 2 AN, i KFGpA3694% 1A FH B4 1 K M1z Jie - PEG20K
T L R PRI - PEGAOK « A7 ) R e I % - PEG20K « PUAES B4 S P IT7 J#2 - PEG 1 OKFNY HZ B 2k
PNz - PEGAOKFE S TPEGAY o M ZE 21 1 i R AR X B AN [ 2 PEGHIPEGAY o (ELASE B 2
TR PEGHE A & 5 GpA369 A AT AL B/ L - R AW RS PO (2 25 4 3 (BR10) «

[0135]  S7JiEA5 : FHT-PEGIV I I R PR AL 1) 8 AL

[0136]  RZHCH I AMIGTT A ﬂiﬁ‘ﬁ@s%&‘;%%ﬂﬂzPEG%mElﬂﬁﬁl_iﬁﬁﬁ@xmlwﬁsﬂﬁ@'ﬁ
PEGAY [N o H R T A1 T8 1 DR T AR I 2 2R o PRI L, 6l FH X Fh ok g O PEG L i
ARSI BT @;wﬁﬁﬁx?ﬁé‘%él&ﬁﬁﬁPEG”? UH AT OEE o

(01371 Jfy T4 i, K Gp AR B AT I — A I e R AR S I M e R A 3 AN S PEG U 1Y
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PR U, RO U R AL - R ATl ) 8 52 2 R DA K PR e e 1 EL A T RE R DA I
s BRE AR I 2 R I AU, DA B il ) 2R 11 52 B 52 4 HIS BRI IR

[0138] i i Fhoiis , 25 5 T HA R A H R A R O Gp AL A& T A L BH
[0139] %11

| — 1% SEQ ID
A2 44 TR N
GpA359* | hASNasel NO:
GpA369-Q54K+D91K+K223D+S311K 98.9% 72.5% 63
GpA369(hum)- 4l 1+2+3-C198A- _
[0140] 92.8% 80.1% 64
RS4K+A91K+K223D+S311K
GpA369(hum)- #1 1+2+3- ¥f ™™
91.4% 81.4% 65
C198A-R54K+A91K+K223D+S311K
GpA369(hum)- Z1 1+2+3- ¥ 1™™ | 90.3% 79.2% 86
C198A-STK+AS53K+ES8K+Q98K+Q10
[0141] | 6K+S233K+Q257K+Q281K+S311K+E
340K

[0142]  *15GpA359 (SEQ ID NO:3) #HLL , AL AR PRI MM B A I B KT (B 1 - 3591 4%
5 _EwErm—E.

[0143]  "5jhASNasel[FE51-37 10 ARFEAT L , FEAS PRI EEANK T B o i lml—E , R Al
A N EREAE 28 31 LA FRFEAL FAA IR E N

[0144] T UESGEVE ReuE VA E o B 2B AR IPEGHE , ) 2E T GpA369 (hum) -2 1+2+3-
C198A-R54K+A91K+K223D+S31 IKAF A , ¥ L 4l ik < 4lifls , I FIAS AR PEG : 75 14 i b 491
B TPEGIL XTI HT 15, 0 T W RGpA369A- AT 52 2 PEGIY. , Ao B M 20 : 11X IPEG 55 8E
BT EEZR B o B W2 B IR I0FAMF anDTT AN H I S 2 HEBRAEPEGAY SN 2 &b o 106 T AN
(RS AIE R 2R, A E HH S BEPEG TR AR I e Bk R T 10K (mPEG - SC- 10K) \mPEG - 73
P17 Jr B 4 35 FH B R 5K (mPEG - SCM-5K) FImPEG - BE H11E 2 B FA el e JL B 5K (mPEG - SAS -
5K) o (EAFE LR , BT PEGIL P S5 8 5 IO M AAH L 20 2 I R L - R AT el i PR A
g (12) .

[0145] 2%12
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7£ 2mM ASN | 5 GpA-FL

SN T Kobs I EE 1%
(sec™)
2K GpA (Gpa-FL) 41 100

GpA369(hum)- 4  1+2+3-C198A-R54K+

69.5 169.5
[0146] A91K+K223D+S311K

mPEG-SC-10K-PEG f4-GpA369(hum)-41 1 A .y
+2+3-C198A-R54K+A91K+K223D+S311K = '
mPEG-SCM-5K-PEG 1t-GpA369(hum)-41 1

70.9 172.9
+2+3-C198A-R54K+A91K+K223D+S311K
mPEG-SAS-5K-PEG k. -GpA369(hum)- 41 66.9 163.2

[0147] 14+2+3-C198A-R54K+A91K+K223D+S311K

[0148]  STjtE{516 : FH T3 A A - Wb RS

[0149]  L- KAWL AR S 29PN -3 0IAR O 5 P2 ek, ity & 4 4'F FH Kt
TR TR BN AT o PRI, A 1 BN SN T HOL - R AR AR A N - 1, bR
2R B AT iR L - AT Ny o 1% LU BRES AU HE 2 A FRPRZS i B SUMOARAS - A 2 SUMOFR
2 His, - A ZESUMOBRZSE (HLrh T ik SUMOAR S AT DLt A 28 FRAETE 19 44 [A] R SUMO 45 A4y 4
(SUMO-1SUMO-2 SUMO- 3B SUMO-4) -2 —) FlI 25 1 45 5 IPRZS « BT BRZSAB AT DA n
TR L - AW B G BRI 1] o LlE AN, AT DAAE FFRZS B0 4L o FLACK I, AT LAKESA21AISUMO
PR G DISRERAAH R K R R A

[0150] L EAFRIRES - 457 T —H16 29/ Z R IR IL IDNA P HI 25 i T A = A1 2R
(A AR . 45 SRR A Rl S BN B Clin 1) 6xHi sER 2201 shRES I T 44 I 70k

[0151]  FRIKXHT A HI sAREEIER 1 ] DAR 2l I 25 2 Mk ), TRt 1 Aol T 2 0
SVEPUA SR ST RS PR Al AL S M i 7 20 8 A 0 TR B O T A Hi shrZs i s 1k,
G R o

[0152]  SUMO& 1Mo A IR, 75 .25 58 i i 1 DR PR A MR IR B At I, 1SN S
KR SUMOTE IFAZ AN EAZ 18 A Ge i i A DhRE & I 1 A=

[0153]  FERTibRk 2 AR AN AL , ATk SUMOFRES AT DA s 3 (SUMO) 25 [ i it
BN DK VA A NI, DA AR RIS 28 13 ST BC A (AR ) BT 5 1N « SUMOARZS 20k
RGE V] T o A1 328 50T 75 5, Bk SUMOFRZS 2 I BESUMOARAS (191 4r1Smt 3 (SEQ 1D
NO0:66)) o £ H A 7T X H, TR SUMOARZS & A JESUMOARAS (51 411SUMO-1 (SEQ ID NO:67) «
SUMO-2 (SEQ ID NO:68) ,SUMO-3(SEQ ID NO:69) 5;SUMO-4 (SEQ ID NO:70)) .

[0154]  His-SUMO&HHi - A (A1 x-6xHis) Fr2s 5 SUMOE R A S HEAE T L - KAWL
B e R Al 4 e 1 2 R A LA S SR I~ 2 9o T T o0 IR i 2 $2 fHkHi s -
SUMOB 1 Y 2% 18 A e 42 Al i I « 2 DL anCHAMPION pET SUMOE 1K1k A%
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(Invitrogen) »

[0155] |85 [ 4545 gl dn o i PR R o, L e Bk B T 2 AN R 25 5 10 1 4R
19— 24K (Dennis®:, (2002) J.Biol.Chem.277 (38) :35035-35043;US2016,/0185874Fl]
US2004/0001827) o . A I EC K HH AR SA2 LI — AR AT R R LTS 2 0] o A MR 1)
8 45 S KB 5 H B T-SA20 (QRLTEDICLPRWGCLWEDDFE ; SEQ ID NO:71) .SA21
(RLIEDICLPRWGCLWEDD;SEQ ID NO:72) #1SA31 (RLIEDICLPRWGCLW;SEQ ID NO:73) il
X G EEAL I & B ARSI IIL - KAt , O 25820 Ji2taid 5 B A AR 85 &
3Pk EE . % lDennis™, (2002) J.Biol.Chem. 277 (38) :35035-35043,US2016,/0185874 7]
US2004/0001827.

[0156] A5 S FHAFIR RS A A R A Gp AL (AT (e A 22 131

[0157]  3£13

GpA &1k PR SEQ ID
NO:
GpA369-C79K-C198A N ;B F} SUMO + 1X-His 74
N ¥ N E  SUMO-1 +
GpA369-C79K-C198A 75
[0158] 1X-His
GpA369-C198A N ¥ SA21 76
GpA369-C198A C ¥ SA21 77
N ¥ % SUMO + 1X-His,
GpA369-C79A-C198A . 78
Cium SA21
N % A 2 SUMO-1 +
GpA369-C198A N 79
1X-His, C ¥ SA2I
G AEALE GpA [R5 225 F1226
[0159] | GpA(hum),; 225-SA21-GpA(hum)ygezeo | . . . . 93
fr 5%k Z 8] ] SA21
UG 2 4F GpA 11155 340 1341
GpA(hum);_340-SA21-GpA(hum)sa;_369 94

for 5% 3k 2 8] ) SA21

[0160]  SKJitaf5i7 : TRAIL - GpAR &85

[0161]  TRATL (TNFAHSGI T2 SAC ) S — Rl i T v5 S 4u st Lo & A ot Bk, 7~
A T —PITRATL - KA et & 2 A A S T X AR A B v o o XM 5 28 1, P
RL- KA B 2h oy Al S5 S LA AT, I HUr R TRATLZ 23 V5 S 4 Fb - o 25451
B B34 HR B TRATL T M S5 A5 (TRATL ) SSAATTE A SRR RRLL - ATk e 1)
U1GpA369 (hum) -411+2+3 (SEQ ID NO:47) HGpA369 (hum) -£11+2+3-FR1™" (SEQ 1D NO:50)
[FIMER G, VAP ZETRATL Ly - GPABRGPA - TRATL Ly il ER T

[0162] iR SUPERETE P MPMV4; LL4HAE LR EEAE0. 000122 51U/ m1YE[E N IR &
EAFAE NATETE, Pl & 2 A0 REE - AERARAEST C M EE A5 % CO, M IR 25
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H 4K, I A lamar Blue (Invitrogen) 2GR H10% v/ v, FERRAREEE 75 4/ N5,
SRIEBEEE IR 5 o R A0 A0S 2 o AL - R A N e 85 1
DPBSHY HEHR 2 6 THESHEL I 1 43 238 o X A AT ub 55 1 55 S Bk el et LA IR KRR
L~ RAM B , Frif A T A ARk 585 FORMVA 5 TR A B A I R A 25 KA 1.
[0163] Bl A2 (125 58 FLILR AR PR PN AR 4n R EA TP A « FHE A 5x 10N s R
PEMVA; 114118119 150uL DPBS, 54 - 10 516 T AENE R IR / ™ B 255 T el v (NSG)
/N (The Jackson Laboratory) o 2B W] S FHIVIS Lumina T1RGM% R %
(PerkinElmer) MM AV &G AEHNT GEOKR) LBt/ INR AR R FH 151U/ /NI A R i 546 1
i.p RSN — ] AR SR O RANEE TR A AR 5 o X B AT I 25 Rk S Bk i 5 2
FIAMVA 5 T LA 2 25 55 KB

[0164] Rk il 28 1 B 0 S 20 e AN DR S 1 38 R e i B TR e A i
ZplnPanc - 1FIMiaPaca2 F15[ $L95 40 i 291 410VCAR3 FIOVCAR4A F K&k 5 45 0. 0001 &
2. 5TU/m1 B IRk &85 1 sl PR PR Gp Ak IR B 5 T sk i 5 25 3 R0k AT R 1
TRATL oy ACHH . AERARAESTC M AR 475 9% COLMR I = SRl 4 KJ L PR JlIA Lamar Blue
(Invitrogen) ELIKE 10%v/v, FHEHIKEHE B 4/, ARG5S Al A7 s
TR E N TR RS B A PO CHEC S AEDPBS X R 2 THESAEEL IR 1 7%
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[0001]  JyHll3k

[0002] <110> fFFIIEFRF G < (The Board of Trustees of the University of
I1linois)

[0003]  <120> A AIKERL - AP e il 2 A b HLAL T 5k

[0004] <130> UIC0074WO0

[0005] <150> US 62/544,396

[0006] <151> 2017-08-11

[0007]  <150> US 62/544,411

[0008] <151> 2017-08-11

[0009] <160> 94

[0010] <170> PatentIn version 3.5

[0011]  <210> 1

[0012] <211> 565

[0013] <212> PRT

[0014] <213> WG (Cavia porcellus)

[0015]  <400> 1

[0016] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr

[0017] 1 5 10 15
[0018] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[0019] 20 25 30

[0020] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[0021] 35 40 45

[0022]  Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[0023] 50 55 60

[0024] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[0025] 65 70 75 80
[0026] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[0027] 85 90 95
[0028] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[0029] 100 105 110

[0030] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[0031] 115 120 125

[0032] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[0033] 130 135 140

[0034] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[0035] 145 150 155 160
[0036] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[0037] 165 170 175
[0038] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[0039] 180 185 190

[0040] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
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[0041] 195 200 205

[0042] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[0043] 210 215 220

[0044] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[0045] 225 230 235 240
[0046] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[0047] 245 250 255
[0048] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[0049] 260 265 270

[0050] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[0051] 275 280 285

[0052] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[0053] 290 295 300

[0054] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[0055] 305 310 315 320
[0056] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[0057] 325 330 335
[0058] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[0059] 340 345 350

[0060] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[0061] 355 360 365

[0062] Ser Pro Pro Gly Ser Thr Leu Gly Gln Gly Val Ala Arg Leu Phe Ser
[0063] 370 375 380

[0064] Leu Phe Gly Cys Gln Glu Glu Asp Ser Val Gln Asp Ala Val Met Pro
[0065] 385 390 395 400
[0066] Ser Leu Ala Leu Ala Leu Ala His Ala Gly Glu Leu Glu Ala Leu Gln
[0067] 405 410 415
[0068] Ala Leu Met Glu Leu Gly Ser Asp Leu Arg Leu Lys Asp Ser Asn Gly
[0069] 420 425 430

[0070] Gln Thr Leu Leu His Val Ala Ala Arg Asn Gly Arg Asp Gly Val Val
[0071] 435 440 445

[0072] Thr Met Leu Leu His Arg Gly Met Asp Val Asn Ala Arg Asp Arg Asp
[0073] 450 455 460

[0074] Gly Leu Ser Pro Leu Leu Leu Ala Val Gln Gly Arg His Arg Glu Cys
[0075] 465 470 475 480
[0076] Ile Arg Leu Leu Arg Lys Ala Gly Ala Cys Leu Ser Pro Gln Asp Leu
[0077] 485 490 495
[0078] Lys Asp Ala Gly Thr Glu Leu Cys Arg Leu Ala Ser Arg Ala Asp Met
[0079] 500 505 510

[0080] Glu Gly Leu Gln Ala Trp Gly Gln Ala Gly Ala Asp Leu Gln Gln Pro
[0081] 515 520 525

[0082] Gly Tyr Asp Gly Arg Ser Ala Leu Cys Val Ala Glu Ala Ala Gly Asn
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[0083]
[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[0096]
[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]
[0116]
[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]

Gln
545
Val

530

Glu Val Leu

Pro Pro Ala

<210> 2
211> 573
<212> PRT
<213> & A\ (Homo
<400> 2
Met Ala Arg Ala

1
Gly

Thr

Glu

Pro

65

Pro

Ala

Ile

Met

Pro

145

Leu

Gln

Arg

Gly

Lys

225

Leu

Gly
Gly
His
50

Ala
Leu
Gln
His
Leu
130
Ile
Leu
Asn
Phe
Ala
210

Ala

Arg

Thr
Leu
35

Ala
Ser
Phe
Thr
Gly
115
Glu
His
Met
Gln
Ala
195
Asp

Gly

Leu

Ile
20

Ala
Arg
Arg
Asp
Ile
100
Thr
Asn
Ala
Ala
Leu
180
Ala
Ile

Leu

Tyr

535

540

Ala Leu Leu Arg Asn Leu Ala Leu Val Gly Pro Glu

Ile
565

sapiens)

550

Val Gly Pro

5
Gly

Ala

Ala

Asn

Ser

85

Lys

Asp

Leu

Leu

Gly

165

Phe

Phe

Thr

Val

Pro
245

Met

Ile

Arg

Gln

70

Ser

Arg

Thr

Gln

Trp

150

Gln

Arg

Cys

Ile

Val

230
Gly

Arg
Leu
Gly
55

Arg
Asp
His
Met
Lys
135
Ser
Tyr
Gly
Ser
Asn
215
His

Ile

Glu
Ser
Arg
40

Leu
Ile
Met
Tyr
Ala
120
Thr
Asp
Val
Asn
Pro
200
Arg

Ser

Pro

Arg

Glu

25

Thr

Ser

Leu

Thr

Glu

105

Phe

Val

Gly

Ile

185

Asn

Glu

Ser

Ala

36

Arg
10

Leu
Leu
Glu
Tyr
Ile
90

Gln
Ala
Ile
Arg
Pro
170
Ala
Leu
Leu

Met

Ala
250

555

Leu

Gly

Pro

Asp

Thr

75

Ala

Tyr

Ala

Leu

Glu

155

Glu

Thr

Leu

Val

Glu

235

Leu

Leu
Val
Met
Thr
60

Val
Glu
His
Ser
Thr
140
Asn
Val
Lys
Pro
Arg
220

Gln

Val

Ala
Leu
Phe
45

Leu
Leu
Trp
Gly
Met
125
Gly
Leu
Cys
Val
Leu
205
Lys

Asp

Arg

Val
Val
30

His
Val
Glu
Val
Phe
110
Leu
Ala
Leu
Leu
Asp
190
Ala
Val

Val

Ala

Tyr
15

Pro
Asp
Leu
Cys
Cys
95

Val
Ser
Gln
Gly
Phe
175
Ala
Thr
Asp

Gly

Phe
255

560

Thr

Gly

Glu

Pro

Gln

80

Leu

Val

Phe

Val

Ala

160

Phe

Arg

Val

Gly

Leu

240

Leu
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[0125] Gln Pro Pro Leu Lys Gly Val Val Met Glu Thr Phe Gly Ser Gly Asn
[0126] 260 265 270

[0127]  Gly Pro Thr Lys Pro Asp Leu Leu Gln Glu Leu Arg Val Ala Thr Glu
[0128] 275 280 285

[0129] Arg Gly Leu Val Ile Val Asn Cys Thr His Cys Leu Gln Gly Ala Val
[0130] 290 295 300

[0131] Thr Thr Asp Tyr Ala Ala Gly Met Ala Met Ala Gly Ala Gly Val Ile
[0132] 305 310 315 320
[0133] Ser Gly Phe Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr
[0134] 325 330 335
[0135] Val Leu Gly Gln Pro Gly Leu Ser Leu Asp Val Arg Lys Glu Leu Leu
[0136] 340 345 350

[0137] Thr Lys Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg
[0138] 355 360 365

[0139] Arg Pro Ser Leu Gln Gly Asn Thr Leu Gly Gly Gly Val Ser Trp Leu
[0140] 370 375 380

[0141] Leu Ser Leu Ser Gly Ser Gln Glu Ala Asp Ala Leu Arg Asn Ala Leu
[0142] 385 390 395 400
[0143] Val Pro Ser Leu Ala Cys Ala Ala Ala His Ala Gly Asp Val Glu Ala
[0144] 405 410 415
[0145] Leu Gln Ala Leu Val Glu Leu Gly Ser Asp Leu Gly Leu Val Asp Phe
[0146] 420 425 430

[0147] Asn Gly Gln Thr Pro Leu His Ala Ala Ala Arg Gly Gly His Thr Glu
[0148] 435 440 445

[0149] Ala Val Thr Met Leu Leu Gln Arg Gly Val Asp Val Asn Thr Arg Asp
[0150] 450 455 460

[0151] Thr Asp Gly Phe Ser Pro Leu Leu Leu Ala Val Arg Gly Arg His Pro
[0152] 465 470 475 480
[0153] Gly Val Ile Gly Leu Leu Arg Glu Ala Gly Ala Ser Leu Ser Thr Gln
[0154] 485 490 495
[0155]  Glu Leu Glu Glu Ala Gly Thr Glu Leu Cys Arg Leu Ala Tyr Arg Ala
[0156] 500 505 510

[0157] Asp Leu Glu Gly Leu Gln Val Trp Trp Gln Ala Gly Ala Asp Leu Gly
[0158] 515 520 525

[0159] Gln Pro Gly Tyr Asp Gly His Ser Ala Leu His Val Ala Glu Ala Ala
[0160] 530 535 540

[0161] Gly Asn Leu Ala Val Val Ala Phe Leu Gln Ser Leu Glu Gly Ala Val
[0162] 545 550 555 560
[0163] Gly Ala Gln Ala Pro Cys Pro Glu Val Leu Pro Gly Val

[0164] 565 570

[0165] <210> 3

[0166] <211> 359
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[0167]  <212> PRT

[0168]  <213> A TF&4

[0169]  <220>

[0170]  <223> B ZIk

[0171]  <400> 3

[0172] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[0173] 1 5 10 15
[0174] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[0175] 20 25 30

[0176] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[0177] 35 40 45

[0178]  Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[0179] 50 55 60

[0180] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[0181] 65 70 75 80
[0182] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[0183] 85 90 95
[0184] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[0185] 100 105 110

[0186] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[0187] 115 120 125

[0188] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[0189] 130 135 140

[0190] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[0191] 145 150 155 160
[0192] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[0193] 165 170 175
[0194]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[0195] 180 185 190

[0196] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[0197] 195 200 205

[0198] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[0199] 210 215 220

[0200] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[0201] 225 230 235 240
[0202] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[0203] 245 250 255
[0204]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[0205] 260 265 270

[0206] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[0207] 275 280 285

[0208] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
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[0209] 290 295 300

[0210] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[0211] 305 310 315 320
[0212] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[0213] 325 330 335
[0214] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[0215] 340 345 350

[0216] Asp Leu Arg Gly Glu Met Thr

[0217] 355

[0218] <210> 4

[0219] <211> 367

[0220] <212> PRT

[0221]  <213> A TF&4

[0222]  <220>

[0223] <223> B ZIK

[0224]  <400> 4

[0225] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[0226] 1 5 10 15
[0227] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[0228] 20 25 30

[0229] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[0230] 35 40 45

[0231]  Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[0232] 50 55 60

[0233] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[0234] 65 70 75 80
[0235] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[0236] 85 90 95
[0237] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[0238] 100 105 110

[0239] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[0240] 115 120 125

[0241] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[0242] 130 135 140

[0243] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[0244] 145 150 155 160
[0245] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[0246] 165 170 175
[0247]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[0248] 180 185 190

[0249] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[0250] 195 200 205
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[0251] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[0252] 210 215 220

[0253] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[0254] 225 230 235 240
[0255] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[0256] 245 250 255
[0257]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[0258] 260 265 270

[0259] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[0260] 275 280 285

[0261] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[0262] 290 295 300

[0263] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[0264] 305 310 315 320
[0265] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[0266] 325 330 335
[0267] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[0268] 340 345 350

[0269] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln
[0270] 355 360 365

[0271] <210> 5

[0272] <211> 369

[0273]  <212> PRT

[0274]  <213> ALJ#4

[0275]  <220>

[0276]  <223> B ZIK

[0277]  <400> 5

[0278] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[0279] 1 5 10 15
[0280] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[0281] 20 25 30

[0282] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[0283] 35 40 45

[0284] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[0285] 50 55 60

[0286] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[0287] 65 70 75 80
[0288] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[0289] 85 90 95
[0290] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[0291] 100 105 110

[0292] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
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[0293] 115 120 125

[0294] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[0295] 130 135 140

[0296] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[0297] 145 150 155 160
[0298] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[0299] 165 170 175
[0300] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[0301] 180 185 190

[0302] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[0303] 195 200 205

[0304] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[0305] 210 215 220

[0306] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[0307] 225 230 235 240
[0308] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[0309] 245 250 255
[0310] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[0311] 260 265 270

[0312]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[0313] 275 280 285

[0314] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[0315] 290 295 300

[0316] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[0317] 305 310 315 320
[0318] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[0319] 325 330 335
[0320] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[0321] 340 345 350

[0322] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[0323] 355 360 365

[0324]  Ser

[0325] <210> 6

[0326] <211> 374

[0327] <212> PRT

[0328] <213> A LJ¥%)

[0329]  <220>

[0330]  <223> ALK

[0331]  <400> 6

[0332] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[0333] 1 5 10 15
[0334] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
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[0335] 20 25 30

[0336] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[0337] 35 40 45

[0338] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[0339] 50 55 60

[0340] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[0341] 65 70 75 80
[0342] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[0343] 85 90 95
[0344] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[0345] 100 105 110

[0346] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[0347] 115 120 125

[0348] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[0349] 130 135 140

[0350] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[0351] 145 150 155 160
[0352] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[0353] 165 170 175
[0354] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[0355] 180 185 190

[0356] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[0357] 195 200 205

[0358] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[0359] 210 215 220

[0360] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[0361] 225 230 235 240
[0362] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[0363] 245 250 255
[0364] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[0365] 260 265 270

[0366] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[0367] 275 280 285

[0368] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[0369] 290 295 300

[0370] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[0371] 305 310 315 320
[0372] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[0373] 325 330 335
[0374] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[0375] 340 345 350

[0376] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser

42



CN 111050784 B F 5 = 10/95 T
[0377] 355 360 365

[0378] Ser Pro Pro Gly Ser Thr

[0379] 370

[0380] <210> 7

[0381] <211> 384

[0382]  <212> PRT

[0383] <213> A TJ¥¥

[0384] <220

[0385]  <223> AZNk

[0386]  <400> 7

[0387] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[0388] 1 5 10 15
[0389] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[0390] 20 25 30

[0391] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[0392] 35 40 45

[0393] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[0394] 50 55 60

[0395] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[0396] 65 70 75 80
[0397] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[0398] 85 90 95
[0399] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[0400] 100 105 110

[0401] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[0402] 115 120 125

[0403] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[0404] 130 135 140

[0405] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[0406] 145 150 155 160
[0407] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[0408] 165 170 175
[0409] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[0410] 180 185 190

[0411] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[0412] 195 200 205

[0413] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[0414] 210 215 220

[0415] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[0416] 225 230 235 240
[0417] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[0418] 245 250 255
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[0419]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[0420] 260 265 270

[0421] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[0422] 275 280 285

[0423] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[0424] 290 295 300

[0425] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[0426] 305 310 315 320
[0427] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[0428] 325 330 335
[0429] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[0430] 340 345 350

[0431] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[0432] 355 360 365

[0433] Ser Pro Pro Gly Ser Thr Leu Gly Gln Gly Val Ala Arg Leu Phe Ser
[0434] 370 375 380

[0435]  <210> 8

[0436] <211> 392

[0437]  <212> PRT

[0438]  <213> AT J¥4l

[0439]  <220>

[0440] <223> BRIk

[0441]  <400> 8

[0442] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[0443] 1 5 10 15
[0444] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[0445] 20 25 30

[0446] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[0447] 35 40 45

[0448] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[0449] 50 55 60

[0450] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[0451] 65 70 75 80
[0452] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[0453] 85 90 95
[0454] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[0455] 100 105 110

[0456] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[0457] 115 120 125

[0458] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[0459] 130 135 140

[0460] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
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[0461] 145 150 155 160
[0462] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[0463] 165 170 175
[0464] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[0465] 180 185 190

[0466] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[0467] 195 200 205

[0468] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[0469] 210 215 220

[0470] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[0471] 225 230 235 240
[0472] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[0473] 245 250 255
[0474]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[0475] 260 265 270

[0476] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[0477] 275 280 285

[0478] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[0479] 290 295 300

[0480] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[0481] 305 310 315 320
[0482] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[0483] 325 330 335
[0484] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[0485] 340 345 350

[0486] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[0487] 355 360 365

[0488] Ser Pro Pro Gly Ser Thr Leu Gly Gln Gly Val Ala Arg Leu Phe Ser
[0489] 370 375 380

[0490] Leu Phe Gly Cys Gln Glu Glu Asp

[0491] 385 390

[0492] <210> 9

[0493] <211> 396

[0494]  <212> PRT

[0495]  <213> A TF&4

[0496]  <220>

[0497]  <223> HRLZNK

[0498]  <400> 9

[0499] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[0500] 1 5 10 15
[0501] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[0502] 20 25 30
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[0503] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[0504] 35 40 45

[0505] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[0506] 50 55 60

[0507] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[0508] 65 70 75 80
[0509] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[0510] 85 90 95
[0511] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[0512] 100 105 110

[0513] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[0514] 115 120 125

[0515] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[0516] 130 135 140

[0517] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[0518] 145 150 155 160
[0519] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[0520] 165 170 175
[0521] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[0522] 180 185 190

[0523] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[0524] 195 200 205

[0525] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[0526] 210 215 220

[0527] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[0528] 225 230 235 240
[0529] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[0530] 245 250 255
[0531] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[0532] 260 265 270

[0533] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[0534] 275 280 285

[0535] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[0536] 290 295 300

[0537] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[0538] 305 310 315 320
[0539] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[0540] 325 330 335
[0541] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[0542] 340 345 350

[0543] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[0544] 355 360 365
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[0545]
[0546]
[0547]
[0548]
[0549]
[0550]
[0551]
[0552]
[0553]
[0554]
[0555]
[0556]
[0557]
[0558]
[0559]
[0560]
[0561]
[0562]
[0563]
[0564]
[0565]
[0566]
[0567]
[0568]
[0569]
[0570]
[0571]
[0572]
[0573]
[0574]
[0575]
[0576]
[0577]
[0578]
[0579]
[0580]
[0581]
[0582]
[0583]
[0584]
[0585]
[0586]

Ser Pro Pro Gly Ser Thr Leu Gly Gln Gly Val Ala Arg Leu Phe Ser
370 375 380

Leu Phe Gly Cys Gln Glu Glu Asp Ser Val Gln Asp

385 390 395

<210> 10

211> 33

<212> DNA

213> N T3

220>

223> G HTR

<400> 10

aacgtcggat ccttaaatag ccggegggac ttc 33

210> 11

211> 24

<212> DNA

213> N TJ74

220>

223> HHFMZHTR

<400> 11

atggcacgeg cttcgggete ggaa 24

210> 12

211> 19

<212> DNA

213> N T4

220>

223> FREZETR

<400> 12

ccagattacg cagcagagc 19

<210> 13

211> 21

<212> DNA

213> NT 751

220>

223> G HTR

<400> 13

gcetegtgetg tgggtecgga a 21

210> 14

211> 18

<212> DNA

213> N T4

220>

223> N HR
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[0587]
[0588]
[0589]
[0590]
[0591]
[0592]
[0593]
[0594]
[0595]
[0596]
[0597]
[0598]
[0599]
[0600]
[0601]
[0602]
[0603]
[0604]
[0605]
[0606]
[0607]
[0608]
[0609]
[0610]
[0611]
[0612]
[0613]
[0614]
[0615]
[0616]
[0617]
[0618]
[0619]
[0620]
[0621]
[0622]
[0623]
[0624]
[0625]
[0626]
[0627]
[0628]

<400> 14

gacacccgge agcactte 18
<210> 15

211> 44

<212> DNA
213> AT 74

220>

223> FMIAZHR
<400> 15

ctgatgcagg tctgecgteg gcagegtcat ttcaccgege aggt 44
<210> 16

211> 43

<212> DNA

213> N T 74l

220>

223> FMFAZ TR
<400> 16

aaggacctge geggtgaaat gacgetgeeg acggeagace tge 43
210> 17

211> 45

<212> DNA

213> ATJ74

220>

223> IR
<400> 17

gcgacgttet tccacagacg geggggtcecat ttcaccacge agatc 45
<210> 18

211> 44

<212> DNA
213> AT 74l

220>

223> FMIAZHTR
<400> 18

aaagatctge gtggtgaaat gaccccgecg tctgtggaag aacg 44
210> 19

211> 48

<212> DNA

213> N T34

220>

223> HHFMZHTR
220>

<221> misc feature
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[0629]
[0630]
[0631]
[0632]
[0633]
[0634]
[0635]
[0636]
[0637]
[0638]
[0639]
[0640]
[0641]
[0642]
[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]
[0654]
[0655]
[0656]
[0657]
[0658]
[0659]
[0660]
[0661]
[0662]
[0663]
[0664]
[0665]
[0666]
[0667]
[0668]
[0669]
[0670]

<222> (22) .. (23)
<223> niza.c.gakt
220>

<221> misc_feature
<222> (25) ..(26)
<223> niza.c.gakt
<400> 19

tacaccggeg gecaccattgg cnnknnkagt gagctcggeg tgettgtg 48

<210> 20

211> 48

<212> DNA

213> NT 751
220>

223> G HR
220>

<221> misc_feature
222> (23)..(24)
<223> njfa.c.gikt
220>

<221> misc feature
<222> (26) .. (27)
<223> niga.c.gikt
<400> 20

cacaagcacg ccgagctcac tmnnmnngcc aatggtgecg ccggtgta 48

<210> 21

<211> 51

<212> DNA

213> NTFF5
<220>

223> HIEHHTR
<220>

<221> misc_feature
<222> (22) .. (23)
<223> niga.c.gikt
<220>

<221> misc_feature
<222> (28) .. (29)
<223> nita.c.gikt
<400> 21

ctggagtgee agecectett cnnktecennk gacatgacca tcgetgagtg g bl

<210> 22
<211> 51
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[0671]
[0672]
[0673]
[0674]
[0675]
[0676]
[0677]
[0678]
[0679]
[0680]
[0681]
[0682]
[0683]
[0684]
[0685]
[0686]
[0687]
[0688]
[0689]
[0690]
[0691]
[0692]
[0693]
[0694]
[0695]
[0696]
[0697]
[0698]
[0699]
[0700]
[0701]
[0702]
[0703]
[0704]
[0705]
[0706]
[0707]
[0708]
[0709]
[0710]
[0711]
[0712]

ccactcagecg atggtcatgt cmnnggamnn gaagagggge tggcactcca g bl

cagtaccacg gctttgtggt catcennknnk accgacacca tggectttge tgee 54

<212> DNA

213> AN T4
220>

223> HREZHTR
220>

<221> misc_feature
<222> (23) ..(24)
<223> niga.c.gakt
220>

<221> misc_feature
222> (29) .. (30)
<223> niga.c.gikt
<400> 22

<210> 23

211> 54

<212> DNA

213> N S35
220>

223> GREZHTR
220>

<221> misc_feature
<222> (25) .. (26)
<223> niga.c.gikt
220>

<221> misc_feature
<222> (28) ..(29)
<223> niga.c.gakt
<400> 23

<210> 24

211> 54

<212> DNA

213> NT 751
220>

223> G HTR
220>

<221> misc_feature
<222> (26) .. (27)
<223> njfa.c.gikt
220>

<221> misc feature
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[0713]
[0714]
[0715]
[0716]
[0717]
[0718]
[0719]
[0720]
[0721]
[0722]
[0723]
[0724]
[0725]
[0726]
[0727]
[0728]
[0729]
[0730]
[0731]
[0732]
[0733]
[0734]
[0735]
[0736]
[0737]
[0738]
[0739]
[0740]
[0741]
[0742]
[0743]
[0744]
[0745]
[0746]
[0747]
[0748]
[0749]
[0750]
[0751]
[0752]
[0753]
[0754]

ggcagcaaag gccatggtgt cggtmnnmnn gatgaccaca aagccgtggt actg 54

agaagactgt catcctcact gggnnknnkn nkcccatcca tgccetgtgg age 53

222> (29) .. (30)
<223> niza.c.gakt
<400> 24

<210> 25

<211> 53

<212> DNA
213> N T3l
220>

223> G HTR
220>

<221> misc feature
<222> (24) .. (25)
<223> niga.c.gikt
220>

<221> misc_feature
<222> (27) .. (28)
<223> njfa.c.gikt
220>

<221> misc feature
<222> (30) .. (31)
<223> niga.c.gikt
<400> 25

<210> 26

211> 52

<212> DNA
213> N T4
220>

223> G HTR
220>

<221> misc_feature
222> (22)..(23)
<223> niga.c.gikt
220>

<221> misc_feature
<222> (25) .. (26)
<223> njta.c gkt
220>

<221> misc feature
<222> (28) .. (29)
<223> njfa.c.gokt
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[0755]
[0756]
[0757]
[0758]
[0759]
[0760]
[0761]
[0762]
[0763]
[0764]
[0765]
[0766]
[0767]
[0768]
[0769]
[0770]
[0771]
[0772]
[0773]
[0774]
[0775]
[0776]
[0777]
[0778]
[0779]
[0780]
[0781]
[0782]
[0783]
[0784]
[0785]
[0786]
[0787]
[0788]
[0789]
[0790]
[0791]
[0792]
[0793]
[0794]
[0795]
[0796]

gctccacagg geatgatggg mnnmnnmnne ccagtgagga tgacagtctt ct 52

gcaaccgggce aaccaaggta gacnnknnka ggttcgcage tttctgetce cc 52

ggggagcaga aagctgegaa cctmnnmnng tctaccttgg ttgeccggtt ge 52

<400> 26

<210> 27

211> 52

<212> DNA
213> N T4
220>

223> G HTR
220>

<221> misc_feature
<222> (24) .. (25)
<223> niga.c.gikt
220>

<221> misc_feature
<222> (27) .. (28)
<223> njta.c gkt
<400> 27

<210> 28

<211> 52

<212> DNA

213> N L4
220>

223> HREZHETR
220>

<221> misc_feature
<222> (25) ..(26)
<223> niga.c.gakt
220>

<221> misc_feature
<222> (28) .. (29)
<223> nyza.c.gakt
<400> 28

<210> 29

211> 47

<212> DNA

213> N T4
220>

223> TRREZHETR
220>

<221> misc feature
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[0797]
[0798]
[0799]
[0800]
[0801]
[0802]
[0803]
[0804]
[0805]
[0806]
[0807]
[0808]
[0809]
[0810]
[0811]
[0812]
[0813]
[0814]
[0815]
[0816]
[0817]
[0818]
[0819]
[0820]
[0821]
[0822]
[0823]
[0824]
[0825]
[0826]
[0827]
[0828]
[0829]
[0830]
[0831]
[0832]
[0833]
[0834]
[0835]
[0836]
[0837]
[0838]

<222> (18) .. (19)
<223> niza.c.gakt
220>

<221> misc_feature
<222> (27) ..(28)
<223> niza.c.gakt
<400> 29

tcatccacgg caccgacnnk atggecennkg ctgectcgat getgtee 47

<210> 30

211> 47

<212> DNA

213> NT 751
220>

223> G HTR
220>

<221> misc_feature
€222> (20) .. (21)
<223> njfa.c.gikt
220>

<221> misc feature
<222> (29) .. (30)
<223> niga.c.gikt
<400> 30

ggacagcatc gaggcagemn nggccatmnn gtcggtgecg tggatga 47

<210> 31

211> 63

<212> DNA
213> N T4
220>

223> G HTR
220>

<221> misc_feature
<222> (19) .. (20)
<223> niga.c.gikt
220>

<221> misc_feature
<222> (31)..(32)
<223> njta.c gkt
220>

<221> misc feature
222> (43) .. (44)
<223> njta.c.gokt
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[0839]
[0840]
[0841]
[0842]
[0843]
[0844]
[0845]
[0846]
[0847]
[0848]
[0849]
[0850]
[0851]
[0852]
[0853]
[0854]
[0855]
[0856]
[0857]
[0858]
[0859]
[0860]
[0861]
[0862]
[0863]
[0864]
[0865]
[0866]
[0867]
[0868]
[0869]
[0870]
[0871]
[0872]
[0873]
[0874]
[0875]
[0876]
[0877]
[0878]
[0879]
[0880]

tccagtgaca tgaccatcenn kgagtgggtt nnkcttgece agnnkatcaa gaggcactac 60

ctcgtagtge ctecttgatmn nctgggecaag mnnaacccac tcmnngatgg tcatgtcact 60

<400> 31

gag 63

<210> 32

211> 63

<212> DNA

213> ALF3
220>

223> HREZHTR
220>

<221> misc_feature
<222> (20) .. (21)
<223> niga.c.gikt
220>

<221> misc_feature
<222> (32) .. (33)
<223> niza.c.gakt
220>

<221> misc_feature
<222> (44) .. (45)
<223> nyza.c.gakt
<400> 32

gga 63

<210> 33

<211> 48

<212> DNA
213> N T4
220>

223> G HTR
220>

<221> misc_feature
<222> (19) .. (20)
<223> niga.c.gikt
220>

<221> misc_feature
<222> (25) .. (26)
<223> njta.c gkt
220>

<221> misc feature
<222> (28) .. (29)
<223> njta.c.gokt
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[0881]  <400> 33

[0882] ggcggcacca ttggecatgnn kagtnnknnk ggcgtgettg tgeccggg 48

[0883] <210> 34

[0884] <211> 48

[0885]  <212> DNA

[0886]  <213> A T4

[0887]  <220>

[0888]  <223> AN IIALTIR

[0889]  <220>

[0890] <221> misc feature

[0891]  <222> (20) .. (21)

[0892] <223> nita.c.gikt

[0893]  <220>

[0894] <221> misc feature

[0895]  <222> (23)..(24)

[0896]  <223> njga.c.gHit

[0897]  <220>

[0898] <221> misc feature

[0899]  <222> (29) .. (30)

[0900]  <223> njga.c.gHit

[0901]  <400> 34

[0902] ccegggeaca agcecacgeemn nmnnactmnn catgccaatg gtgecgee 48

[0903] <210> 35

[0904] <211> 1722

[0905]  <212> DNA

[0906]  <213> A LJ+4)

[0907]  <220>

[0908]  <223> HMEALTTR

[0909]  <400> 35

[0910] atggctegtg ctgtgggtee ggaacgecge ctgetggetg tctatacggg tggtacgatt 60
[0911] ggtatgcget ctgaactggg tgtcctggtg ccgggtaccg gtetggeage aattctgegt 120
[0912] acgctgecga tgtttcatga tgaagaacac gcacgtgcac geggtcectgte ggaagacacc 180
[0913] ctggtgetge cgecggeaag ccgtaaccag cgeatcetgt ataccgttct ggaatgecaa 240
[0914] ccgetgtttg atagetctga catgaccatt gecgaatggg tttgtetgge acagacgatce 300
[0915] aaacgtcatt atgaacaata ccacggtttc gtggttattc atggcaccga tacgatggec 360
[0916] tttgcagett ccatgetgte attcatgetg gaaaacctge agaagaccgt tattctgacg 420
[0917] ggcgctcaag tcccgatcca cgcactgtgg agegacggte gegaaaatct getgggegee 480
[0918] ctgctgatgg caggccagta tgtcatcccg gaagtgtgee tgtttttecca gaaccaactg 540
[0919] ttccgtggta atcgegetac caaagtcgat gegegteget ttgeggeett ctgtageceg 600
[0920] aacctgctge cgetggetac cgttggtgea gatattacga tcaatcgtga actggtgege 660
[0921] aaagttgacg gcaaggcagg tctggtcgtg catagttcca tggaacagga tgtcggectg 720
[0922] ctgegtetgt accecgggtat tccggeaget ctggtgegtg cetttetgea gecgeegetg 780
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[0923] aaaggtgttg tcatggaaac cttcggttct ggcaacggtc cgacgaagee ggatctgetg 840
[0924] caggaactgc gtgtggcaac cgaacgegge ctggtcattg tgaattgecac gecactgtetg 900
[0925] caaggcgcag ttaccacgga ttatgcagec ggtatggcaa tggetggtge gggtgtcate 960
[0926] tcgggttttg acatgaccag cgaagcaget ctggegaaac tgtcctacgt tctgggecag 1020
[0927] ccgggtetgt cactggatgt ccgtaaagaa ctgetgacca aggacctgeg cggtgaaatg 1080
[0928] acgccgeegt ctgtggaaga acgtcgeceg agtctgecagg gtaacacccet gggeggtgge 1140
[0929] gtttcttgge tgetgtcact gtcgggcage caagaagecg atgcactgeg caatgecactg 1200
[0930] gtgcecgagte tggecatgege agcagecacat gcaggtgacg tggaagetct gecaggegetg 1260
[0931] gttgaactgg gttccgatct gggcctggtg gactttaacg gtcaaaccce getgeatget 1320
[0932] gcagcacgtg gtggccacac cgaagcagtt acgatgetge tgcagegtgg cgttgatgte 1380
[0933] aatacccgeg atacggacgg tttcagtceg ctgetgetgg cagtccgtgg tegtcatceg 1440
[0934] ggcgtgateg gtetgetgeg cgaagetggt gegtetetga gtacccagga actggaagaa 1500
[0935] gcgggcacgg aactgtgteg tctggectat cgegeagatc tggaaggect gcaagtgtgg 1560
[0936] tggcaagcag gtgcagatct gggtcagecg ggttacgacg gtcatagege cctgecacgtt 1620
[0937] gcagaagcag ctggtaatct ggctgtggtt gegtttctge aaagtctgga aggtgccgte 1680
[0938] ggtgcccaag cgecgtgeee ggaagtgetg cecgggtgtet aa 1722

[0939]  <210> 36

[0940] <211> 1698

[0941]  <212> DNA

[0942]  <213> AT JF4

[0943]  <220>

[0944]  <223> A EALTIR

[0945]  <400> 36

[0946] atggcacgeg cttcgggete ggaacgtcat ctgetgetga tctacacggg tggecacgetg 60
[0947] ggtatgcaat ccaagggtgg tgttctggte ccgggteegg gtetggtgac cetgetgegt 120
[0948] acgctgccga tgtttcatga taaagaattc gcacaggcac aaggectgece ggaccatget 180
[0949] ctggegetge cgeeggecte tcacggteeg cgegtgetgt ataccgttet ggaatgecag 240
[0950] ccgctgetgg atagetctga catgacgatt gatgactgga ttcgtatcge gaagattatc 300
[0951] gaacgccatt atgaacagta ccaaggtttt gtggttatcc acggcaccga tacgatgget 360
[0952] tcaggecgegt cgatgetgag cttcatgetg gaaaacctge acaaaccggt gattctgacce 420
[0953] ggtgeccagg tccegateeg tgtgetgtgg aacgatgeac gegaaaatct getgggtgee 480
[0954] ctgetggttg caggecagta tattatcccg gaagtctgece tgtttatgaa ctcgecaactg 540
[0955] ttccgtggea atcgegtcac gaaggtggat agccagaaat ttgaagcatt ctgttctcecg 600
[0956] aacctgagtc cgctggetac cgttggtgeg gatgtcacga ttgegtggga cetggttegt 660
[0957] aaagtcaagt ggaaagatcc gectggtcgtg cattccaata tggaacacga cgtcgecactg 720
[0958] ctgegtetgt accegggeat cccggetage ctggttegtg cgtttetgea gecgecgetg 780
[0959] aagggtgttg tcctggaaac cttcggctce ggtaatggee cgtcaaaace ggatctgetg 840
[0960] caggaactgc gtgcagcage acaacgecgge ctgattatgg tgaactgete gecagtgtetg 900
[0961] cgcggtageg ttacccecggg ttatgeccacg agectggecag gtgcaaatat cgtgtetgge 960
[0962] ctggatatga ccagtgaagce tgecgetggeg aagetgtett acgttetggg cetgeecggaa 1020
[0963] ctgagtctgg aacgtcgeca ggaactgetg getaaagatc tgegtggtga aatgaccetg 1080
[0964] ccgacggcag acctgcatca gagttccceg cegggetececa cectgggtea aggegtggee 1140
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[0965] cgeetgtttt cactgttegg ttgtcaggaa gaagattcgg tgcaagacge agttatgecg 1200
[0966] agcctggete tggecactgge acacgcaggt gaactggaag ccctgcaage actgatggaa 1260
[0967] ctgggtteceg atctgegtet gaaagactca aacggccaga ccctgetgea tgttgecgea 1320
[0968] cgtaatggtc gcgatggegt ggttacgatg ctgetgeace geggtatgga cgtgaacgea 1380
[0969] cgtgatcgtg acggtctgtc accgetgetg ctggecagtte aaggtcecgtca tcgegaatge 1440
[0970] attcgtctge tgcgcaagge tggegegtgt ctgtetecge aggatctgaa agacgegggt 1500
[0971] accgaactgt gcegtctgge tagtcgegeg gatatggaag gtctgecagge atggggtcaa 1560
[0972] gcaggtgcag atctgcageca accgggttac gacggecgta gtgecetgtg tgtggcagaa 1620
[0973] gctgcgggta atcaggaagt getggetetg ctgegtaate tggetctggt tggeccggaa 1680
[0974] gtcccgeegg ctatttaa 1698

[0975]  <210> 37

[0976] <211> 571

[0977]  <212> PRT

[0978] <213> A LJ¥%

[0979]  <220>

[0980]  <223> ALZNk

[0981]  <400> 37

[0982] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr

[0983] 1 5 10 15

[0984] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly

[0985] 20 25 30

[0986] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys

[0987] 35 40 45

[0988] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro

[0989] 50 55 60

[0990] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln

[0991] 65 70 75 80

[0992] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile

[0993] 85 90 95

[0994] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val

[0995] 100 105 110

[0996] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe

[0997] 115 120 125

[0998] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val

[0999] 130 135 140

[1000] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala

[1001] 145 150 155 160

[1002] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met

[1003] 165 170 175

[1004] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln

[1005] 180 185 190

[1006] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
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[1007] 195 200 205

[1008] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1009] 210 215 220

[1010] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Gly Leu
[1011] 225 230 235 240
[1012] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[1013] 245 250 255
[1014] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1015] 260 265 270

[1016] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1017] 275 280 285

[1018] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1019] 290 295 300

[1020] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1021] 305 310 315 320
[1022] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1023] 325 330 335
[1024] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1025] 340 345 350

[1026] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1027] 355 360 365

[1028] Ser Leu Gln Gly Asn Thr Leu Gly Gly Gly Val Ser Trp Leu Leu Ser
[1029] 370 375 380

[1030] Leu Ser Gly Ser Gln Glu Ala Asp Ala Leu Arg Asn Ala Leu Val Pro
[1031] 385 390 395 400
[1032] Ser Leu Ala Cys Ala Ala Ala His Ala Gly Asp Val Glu Ala Leu Gln
[1033] 405 410 415
[1034] Ala Leu Val Glu Leu Gly Ser Asp Leu Gly Leu Val Asp Phe Asn Gly
[1035] 420 425 430

[1036] Gln Thr Pro Leu His Ala Ala Ala Arg Gly Gly His Thr Glu Ala Val
[1037] 435 440 445

[1038] Thr Met Leu Leu Gln Arg Gly Val Asp Val Asn Thr Arg Asp Thr Asp
[1039] 450 455 460

[1040] Gly Phe Ser Pro Leu Leu Leu Ala Val Arg Gly Arg His Pro Gly Val
[1041] 465 470 475 480
[1042] 1Ile Gly Leu Leu Arg Glu Ala Gly Ala Ser Leu Ser Thr Gln Glu Leu
[1043] 485 490 495
[1044] Glu Glu Ala Gly Thr Glu Leu Cys Arg Leu Ala Tyr Arg Ala Asp Leu
[1045] 500 505 510

[1046] Glu Gly Leu Gln Val Trp Trp Gln Ala Gly Ala Asp Leu Gly Gln Pro
[1047] 515 520 525

[1048] Gly Tyr Asp Gly His Ser Ala Leu His Val Ala Glu Ala Ala Gly Asn
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[1049]
[1050]
[1051]
[1052]
[1053]
[1054]
[1055]
[1056]
[1057]
[1058]
[1059]
[1060]
[1061]
[1062]
[1063]
[1064]
[1065]
[1066]
[1067]
[1068]
[1069]
[1070]
[1071]
[1072]
[1073]
[1074]
[1075]
[1076]
[1077]
[1078]
[1079]
[1080]
[1081]
[1082]
[1083]
[1084]
[1085]
[1086]
[1087]
[1088]
[1089]
[1090]

530

535

540

Leu Ala Val Val Ala Phe Leu Gln Ser Leu Glu Gly Ala Val Gly Ala

545

550

555

Gln Ala Pro Cys Pro Glu Val Leu Pro Gly Val

<210> 38
<211> 56

212>
<213>

220>

223>

<400> 38
Met Ala Arg Ala

1
Gly

Thr

Glu

Pro

65

Pro

Ala

Ile

Met

Pro

145

Leu

Gln

Arg

Gly

Lys
225

Gly

Gly

His

50

Ala

Leu

Gln

His

Leu

130

Ile

Leu

Asn

Phe

Ala

210
Ala

7

PRT
NLF5)

Thr
Leu
35

Ala
Ser
Phe
Thr
Gly
115
Glu
His
Met
Gln
Ala
195

Asp

Gly

EIEZIN

Ile
20

Ala
Arg
Arg
Asp
Ile
100
Thr
Asn
Ala
Ala
Leu
180
Ala

Ile

Leu

565

Val Gly Pro

Gly

Ala

Ala

Asn

Ser

85

Lys

Asp

Leu

Leu

Gly

165

Phe

Phe

Thr

Val

Met

Ile

Arg

Gln

70

Ser

Arg

Thr

Gln

Trp

150

Gln

Arg

Cys

Ile

Val
230

Arg

Leu

Gly

55

Arg

Asp

His

Met

Lys

135

Ser

Tyr

Gly

Ser

Asn

215
His

Glu
Ser
Arg
40

Leu
Ile
Met
Tyr
Ala
120
Thr
Asp
Val
Asn
Pro
200

Arg

Ser

Glu
25

Thr
Ser
Leu
Thr
Glu
105
Phe
Val
Gly
Ile
Arg
185
Asn

Glu

Ser

59

970

Arg
10

Leu
Leu
Glu
Tyr
Ile
90

Gln
Ala
Ile
Arg
Pro
170
Ala
Leu

Leu

Met

Leu

Gly

Pro

Asp

Thr

75

Ala

Tyr

Ala

Leu

Glu

155

Glu

Thr

Leu

Val

Glu
235

Leu

Val

Met

Thr

60

Val

Glu

His

Ser

Thr

140

Asn

Val

Lys

Pro

220
Gln

Ala
Leu
Phe
45

Leu
Leu
Trp
Gly
Met
125
Gly
Leu
Cys
Val
Leu
205

Lys

Asp

Val
Val
30

His
Val
Glu
Val
Phe
110
Leu
Ala
Leu
Leu
Asp
190
Ala

Val

Val

Tyr
15

Pro
Asp
Leu
Cys
Cys
95

Val
Ser
Gln
Gly
Phe
175
Ala
Thr

Asp

Gly

560

Thr

Gly

Glu

Pro

Gln

80

Leu

Val

Phe

Val

Ala

160

Phe

Arg

Val

Gly

Leu
240
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[1091] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[1092] 245 250 255
[1093]  Gln Pro Pro Leu Lys Gly Val Val Met Glu Thr Phe Gly Ser Gly Asn
[1094] 260 265 270

[1095] Gly Pro Thr Lys Pro Asp Leu Leu Gln Glu Leu Arg Val Ala Thr Glu
[1096] 275 280 285

[1097] Arg Gly Leu Val Ile Val Asn Cys Thr His Cys Leu Gln Gly Ala Val
[1098] 290 295 300

[1099] Thr Thr Asp Tyr Ala Ala Gly Met Ala Met Ala Gly Ala Gly Val Ile
[1100] 305 310 315 320
[1101] Ser Gly Phe Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr
[1102] 325 330 335
[1103] Val Leu Gly Gln Pro Gly Leu Ser Leu Asp Val Arg Lys Glu Leu Leu
[1104] 340 345 350

[1105] Thr Lys Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His
[1106] 355 360 365

[1107]  Gln Ser Ser Pro Pro Gly Ser Thr Leu Gly Gln Gly Val Ala Arg Leu
[1108] 370 375 380

[1109] Phe Ser Leu Phe Gly Cys Gln Glu Glu Asp Ser Val Gln Asp Ala Val
[1110] 385 390 395 400
[1111]  Met Pro Ser Leu Ala Leu Ala Leu Ala His Ala Gly Glu Leu Glu Ala
[1112] 405 410 415
[1113] Leu Gln Ala Leu Met Glu Leu Gly Ser Asp Leu Arg Leu Lys Asp Ser
[1114] 420 425 430

[1115] Asn Gly Gln Thr Leu Leu His Val Ala Ala Arg Asn Gly Arg Asp Gly
[1116] 435 440 445

[1117]  Val Val Thr Met Leu Leu His Arg Gly Met Asp Val Asn Ala Arg Asp
[1118] 450 455 460

[1119]  Arg Asp Gly Leu Ser Pro Leu Leu Leu Ala Val Gln Gly Arg His Arg
[1120] 465 470 475 480
[1121]  Glu Cys Ile Arg Leu Leu Arg Lys Ala Gly Ala Cys Leu Ser Pro Gln
[1122] 485 490 495
[1123] Asp Leu Lys Asp Ala Gly Thr Glu Leu Cys Arg Leu Ala Ser Arg Ala
[1124] 500 505 510

[1125] Asp Met Glu Gly Leu Gln Ala Trp Gly Gln Ala Gly Ala Asp Leu Gln
[1126] 515 520 525

[1127]  Gln Pro Gly Tyr Asp Gly Arg Ser Ala Leu Cys Val Ala Glu Ala Ala
[1128] 530 535 540

[1129]  Gly Asn Gln Glu Val Leu Ala Leu Leu Arg Asn Leu Ala Leu Val Gly
[1130] 545 550 555 560
[1131]  Pro Glu Val Pro Pro Ala Ile

[1132] 565
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[1133] <210> 39

[1134] <211> 571

[1135]  <212> PRT

[1136]  <213> A LJF4)

[1137]  <220>

[1138]  <223> &k

[1139]  <400> 39

[1140] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1141] 1 5 10 15
[1142]  Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[1143] 20 25 30

[1144] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[1145] 35 40 45

[1146]  Glu Phe Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[1147] 50 55 60

[1148] Pro Ala Ser Arg Asn Gln Arg Ile Leu Tyr Thr Val Leu Glu Cys Gln
[1149] 65 70 75 80
[1150] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[1151] 85 90 95
[1152] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[1153] 100 105 110

[1154] 1Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[1155] 115 120 125

[1156] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1157] 130 135 140

[1158] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1159] 145 150 155 160
[1160] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1161] 165 170 175
[1162] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1163] 180 185 190

[1164] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1165] 195 200 205

[1166] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1167] 210 215 220

[1168] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Gly Leu
[1169] 225 230 235 240
[1170] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[1171] 245 250 255
[1172]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1173] 260 265 270

[1174]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
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[1175] 275 280 285

[1176] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1177] 290 295 300

[1178] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1179] 305 310 315 320
[1180] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1181] 325 330 335
[1182] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1183] 340 345 350

[1184] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1185] 355 360 365

[1186] Ser Leu Gln Gly Asn Thr Leu Gly Gly Gly Val Ser Trp Leu Leu Ser
[1187] 370 375 380

[1188] Leu Ser Gly Ser Gln Glu Ala Asp Ala Leu Arg Asn Ala Leu Val Pro
[1189] 385 390 395 400
[1190] Ser Leu Ala Cys Ala Ala Ala His Ala Gly Asp Val Glu Ala Leu Gln
[1191] 405 410 415
[1192] Ala Leu Val Glu Leu Gly Ser Asp Leu Gly Leu Val Asp Phe Asn Gly
[1193] 420 425 430

[1194]  Gln Thr Pro Leu His Ala Ala Ala Arg Gly Gly His Thr Glu Ala Val
[1195] 435 440 445

[1196] Thr Met Leu Leu Gln Arg Gly Val Asp Val Asn Thr Arg Asp Thr Asp
[1197] 450 455 460

[1198] Gly Phe Ser Pro Leu Leu Leu Ala Val Arg Gly Arg His Pro Gly Val
[1199] 465 470 475 480
[1200] Ile Gly Leu Leu Arg Glu Ala Gly Ala Ser Leu Ser Thr Gln Glu Leu
[1201] 485 490 495
[1202]  Glu Glu Ala Gly Thr Glu Leu Cys Arg Leu Ala Tyr Arg Ala Asp Leu
[1203] 500 505 510

[1204] Glu Gly Leu Gln Val Trp Trp Gln Ala Gly Ala Asp Leu Gly Gln Pro
[1205] 515 520 525

[1206] Gly Tyr Asp Gly His Ser Ala Leu His Val Ala Glu Ala Ala Gly Asn
[1207] 530 535 540

[1208] Leu Ala Val Val Ala Phe Leu Gln Ser Leu Glu Gly Ala Val Gly Ala
[1209] 545 550 555 560
[1210]  Gln Ala Pro Cys Pro Glu Val Leu Pro Gly Val

[1211] 565 570

[1212]  <210> 40

[1213]  <211> 513

[1214]  <212> PRT

[1215]  <213> A T4

[1216]  <220>
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[1217]  <223> Bk

[1218]  <400> 40

[1219]  Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1220] 1 5 10 15
[1221]  Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[1222] 20 25 30

[1223]  Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[1224] 35 40 45

[1225] Glu His Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[1226] 50 55 60

[1227] Pro Ala Ser Arg Asn Gln Arg Ile Leu Tyr Thr Val Leu Glu Cys Gln
[1228] 65 70 75 80
[1229] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[1230] 85 90 95
[1231] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[1232] 100 105 110

[1233] 1Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[1234] 115 120 125

[1235] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1236] 130 135 140

[1237]  Pro Ile His Ala Leu Trp Ser Asp Gly Arg Glu Asn Leu Leu Gly Ala
[1238] 145 150 155 160
[1239] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1240] 165 170 175
[1241]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1242] 180 185 190

[1243] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1244] 195 200 205

[1245] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1246] 210 215 220

[1247] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Gly Leu
[1248] 225 230 235 240
[1249] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[1250] 245 250 255
[1251] Gln Pro Pro Leu Lys Gly Val Val Met Glu Thr Phe Gly Ser Gly Asn
[1252] 260 265 270

[1253]  Gly Pro Thr Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1254] 275 280 285

[1255] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1256] 290 295 300

[1257] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1258] 305 310 315 320
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[1259] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1260] 325 330 335
[1261]  Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1262] 340 345 350

[1263] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1264] 355 360 365

[1265] Ser Leu Gln Gly Asn Thr Leu Gly Gly Gly Val Ser Trp Leu Leu Ser
[1266] 370 375 380

[1267] Leu Ser Gly Ser Gln Glu Ala Asp Ala Leu Arg Asn Ala Leu Val Pro
[1268] 385 390 395 400
[1269] Ser Leu Ala Cys Ala Ala Ala His Ala Gly Asp Val Glu Ala Leu Gln
[1270] 405 410 415
[1271]  Ala Leu Val Glu Leu Gly Ser Asp Leu Gly Leu Val Asp Phe Asn Gly
[1272] 420 425 430

[1273]  Gln Thr Pro Leu His Ala Ala Ala Arg Gly Gly His Thr Glu Ala Val
[1274] 435 440 445

[1275] Thr Met Leu Leu Gln Arg Gly Val Asp Val Asn Thr Arg Asp Thr Asp
[1276] 450 455 460

[1277] Gly Phe Ser Pro Leu Leu Leu Ala Val Arg Gly Arg His Pro Gly Val
[1278] 465 470 475 480
[1279] Ile Gly Leu Leu Arg Glu Ala Gly Ala Ser Leu Ser Thr Gln Glu Leu
[1280] 485 490 495
[1281] Glu Glu Ala Gly Thr Glu Leu Cys Arg Leu Ala Tyr Arg Ala Asp Leu
[1282] 500 505 510

[1283] Glu

[1284] <210> 41

[1285] <211> 571

[1286]  <212> PRT

[1287]  <213> A_LJ¥4

[1288] <220>

[1289]  <223> &SRk

[1290]  <400> 41

[1291] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1292] 1 5 10 15
[1293] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[1294] 20 25 30

[1295] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[1296] 35 40 45

[1297]  Glu His Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[1298] 50 55 60

[1299] Pro Ala Ser Arg Asn Gln Arg Ile Leu Tyr Thr Val Leu Glu Cys Gln
[1300] 65 70 75 80
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[1301] Pro Leu Phe Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Val Cys Leu
[1302] 85 90 95
[1303] Ala Gln Thr Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[1304] 100 105 110

[1305] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[1306] 115 120 125

[1307] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1308] 130 135 140

[1309] Pro Ile His Ala Leu Trp Ser Asp Gly Arg Glu Asn Leu Leu Gly Ala
[1310] 145 150 155 160
[1311] Leu Leu Met Ala Gly Gln Tyr Val Ile Pro Glu Val Cys Leu Phe Phe
[1312] 165 170 175
[1313]  Gln Asn Gln Leu Phe Arg Gly Asn Arg Ala Thr Lys Val Asp Ala Arg
[1314] 180 185 190

[1315] Arg Phe Ala Ala Phe Cys Ser Pro Asn Leu Leu Pro Leu Ala Thr Val
[1316] 195 200 205

[1317]  Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1318] 210 215 220

[1319] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[1320] 225 230 235 240
[1321] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[1322] 245 250 255
[1323] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1324] 260 265 270

[1325] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1326] 275 280 285

[1327] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1328] 290 295 300

[1329] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1330] 305 310 315 320
[1331] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1332] 325 330 335
[1333] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1334] 340 345 350

[1335] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1336] 355 360 365

[1337] Ser Leu Gln Gly Asn Thr Leu Gly Gly Gly Val Ser Trp Leu Leu Ser
[1338] 370 375 380

[1339] Leu Ser Gly Ser Gln Glu Ala Asp Ala Leu Arg Asn Ala Leu Val Pro
[1340] 385 390 395 400
[1341] Ser Leu Ala Cys Ala Ala Ala His Ala Gly Asp Val Glu Ala Leu Gln
[1342] 405 410 415
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[1343] Ala Leu Val Glu Leu Gly Ser Asp Leu Gly Leu Val Asp Phe Asn Gly
[1344] 420 425 430

[1345] Gln Thr Pro Leu His Ala Ala Ala Arg Gly Gly His Thr Glu Ala Val
[1346] 435 440 445

[1347] Thr Met Leu Leu Gln Arg Gly Val Asp Val Asn Thr Arg Asp Thr Asp
[1348] 450 455 460

[1349] Gly Phe Ser Pro Leu Leu Leu Ala Val Arg Gly Arg His Pro Gly Val
[1350] 465 470 475 480
[1351] Ile Gly Leu Leu Arg Glu Ala Gly Ala Ser Leu Ser Thr Gln Glu Leu
[1352] 485 490 495
[1353] Glu Glu Ala Gly Thr Glu Leu Cys Arg Leu Ala Tyr Arg Ala Asp Leu
[1354] 500 505 510

[1355] Glu Gly Leu Gln Val Trp Trp Gln Ala Gly Ala Asp Leu Gly Gln Pro
[1356] 515 520 525

[1357] Gly Tyr Asp Gly His Ser Ala Leu His Val Ala Glu Ala Ala Gly Asn
[1358] 530 535 540

[1359] Leu Ala Val Val Ala Phe Leu Gln Ser Leu Glu Gly Ala Val Gly Ala
[1360] 545 550 555 560
[1361] Gln Ala Pro Cys Pro Glu Val Leu Pro Gly Val

[1362] 565 570

[1363] <210> 42

[1364] <211> 571

[1365]  <212> PRT

[1366]  <213> ALJ74l)

[1367]  <220>

[1368]  <223> Bk

[1369]  <400> 42

[1370] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1371] 1 5 10 15
[1372] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[1373] 20 25 30

[1374] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[1375] 35 40 45

[1376] Glu His Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[1377] 50 55 60

[1378] Pro Ala Ser Arg Asn Gln Arg Ile Leu Tyr Thr Val Leu Glu Cys Gln
[1379]1 65 70 75 80
[1380] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[1381] 85 90 95
[1382] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[1383] 100 105 110

[1384] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
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[1385] 115 120 125

[1386] Met Leu Glu Asn Leu Gln Lys Thr Val Ile Leu Thr Gly Ala Gln Val
[1387] 130 135 140

[1388] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1389] 145 150 155 160
[1390] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1391] 165 170 175
[1392] Ser Asn Gln Leu Phe Arg Gly Asn Arg Ala Thr Lys Val Asp Ala Arg
[1393] 180 185 190

[1394] Arg Phe Ala Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1395] 195 200 205

[1396] Gly Ala Asp Ile Thr Ile Asn Arg Glu Leu Val Arg Lys Val Asp Gly
[1397] 210 215 220

[1398] Lys Ala Gly Leu Val Val His Ser Ser Met Glu Gln Asp Val Gly Leu
[1399] 225 230 235 240
[1400] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[1401] 245 250 255
[1402]  Gln Pro Pro Leu Lys Gly Val Val Met Glu Thr Phe Gly Ser Gly Asn
[1403] 260 265 270

[1404] Gly Pro Thr Lys Pro Asp Leu Leu Gln Glu Leu Arg Val Ala Thr Glu
[1405] 275 280 285

[1406] Arg Gly Leu Val Ile Val Asn Cys Thr His Cys Leu Gln Gly Ala Val
[1407] 290 295 300

[1408] Thr Thr Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1409] 305 310 315 320
[1410] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1411] 325 330 335
[1412]  Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1413] 340 345 350

[1414] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1415] 355 360 365

[1416] Ser Leu Gln Gly Asn Thr Leu Gly Gly Gly Val Ser Trp Leu Leu Ser
[1417] 370 375 380

[1418] Leu Ser Gly Ser Gln Glu Ala Asp Ala Leu Arg Asn Ala Leu Val Pro
[1419] 385 390 395 400
[1420] Ser Leu Ala Cys Ala Ala Ala His Ala Gly Asp Val Glu Ala Leu Gln
[1421] 405 410 415
[1422] Ala Leu Val Glu Leu Gly Ser Asp Leu Gly Leu Val Asp Phe Asn Gly
[1423] 420 425 430

[1424]  Gln Thr Pro Leu His Ala Ala Ala Arg Gly Gly His Thr Glu Ala Val
[1425] 435 440 445

[1426] Thr Met Leu Leu Gln Arg Gly Val Asp Val Asn Thr Arg Asp Thr Asp
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[1427] 450 455 460

[1428] Gly Phe Ser Pro Leu Leu Leu Ala Val Arg Gly Arg His Pro Gly Val
[1429] 465 470 475 480
[1430] 1Ile Gly Leu Leu Arg Glu Ala Gly Ala Ser Leu Ser Thr Gln Glu Leu
[1431] 485 490 495
[1432] Glu Glu Ala Gly Thr Glu Leu Cys Arg Leu Ala Tyr Arg Ala Asp Leu
[1433] 500 505 510

[1434] Glu Gly Leu Gln Val Trp Trp Gln Ala Gly Ala Asp Leu Gly Gln Pro
[1435] 515 520 525

[1436] Gly Tyr Asp Gly His Ser Ala Leu His Val Ala Glu Ala Ala Gly Asn
[1437] 530 535 540

[1438] Leu Ala Val Val Ala Phe Leu Gln Ser Leu Glu Gly Ala Val Gly Ala
[1439] 545 550 555 560
[1440] Gln Ala Pro Cys Pro Glu Val Leu Pro Gly Val

[1441] 565 570

[1442] <210> 43

[1443] <211> 6

[1444]  <212> PRT

[1445]  <213> A TJ¥4

[1446]  <220>

[1447]  <223> &K

[1448]  <400> 43

[1449]  Ser Glu Asp Thr Leu Val

[1450] 1 5

[1451]  <210> 44

[1452] <211> 6

[1453]  <212> PRT

[1454]  <213> A L4

[1455]  <220>

[1456]  <223> &k

[1457]  <400> 44

[1458] Pro Asp His Ala Leu Ala

[1459] 1 5

[1460] <210> 45

[1461] <211> 369

[1462]  <212> PRT

[1463]  <213> A LJ+4

[1464]  <220>

[1465]  <223> & AZAK

[1466]  <400> 45

[1467] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1468] 1 5 10 15
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[1469] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[1470] 20 25 30

[1471]  Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[1472] 35 40 45

[1473]  Glu Phe Ala Arg Ala Arg Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[1474] 50 55 60

[1475] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[1476] 65 70 75 80
[1477] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[1478] 85 90 95
[1479] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[1480] 100 105 110

[1481] 1Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[1482] 115 120 125

[1483] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1484] 130 135 140

[1485] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1486] 145 150 155 160
[1487] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1488] 165 170 175
[1489] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1490] 180 185 190

[1491] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1492] 195 200 205

[1493] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1494] 210 215 220

[1495] Lys Asp Pro Leu Val Val His Ser Ser Met Glu His Asp Val Ala Leu
[1496] 225 230 235 240
[1497] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[1498] 245 250 255
[1499]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1500] 260 265 270

[1501] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1502] 275 280 285

[1503] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1504] 290 295 300

[1505] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1506] 305 310 315 320
[1507] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1508] 325 330 335
[1509] Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[1510] 340 345 350
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[1511]
[1512]
[1513]
[1514]
[1515]
[1516]
[1517]
[1518]
[1519]
[1520]
[1521]
[1522]
[1523]
[1524]
[1525]
[1526]
[1527]
[1528]
[1529]
[1530]
[1531]
[1532]
[1533]
[1534]
[1535]
[1536]
[1537]
[1538]
[1539]
[1540]
[1541]
[1542]
[1543]
[1544]
[1545]
[1546]
[1547]
[1548]
[1549]
[1550]
[1551]
[1552]

Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro

Ser

<210> 46
<211> 36
<212> PR

<213>

220>

223> &
<400> 46
Met Ala Arg Ala

1
Gly

Pro

Glu

Pro

65

Pro

Ala

Ile

Met

Pro

145

Leu

Asn

Lys

Gly

Lys

225

Leu

Gly
Gly
Phe
50

Ala
Leu
Gln
His
Leu
130
Ile
Leu
Ser
Phe
Ala
210

Asp

Arg

355

9
T

D2

Thr
Leu
35

Ala
Ser
Leu
Ile
Gly
115
Glu
Arg
Val
Gln
Glu
195
Asp

Pro

Leu

N5

ik

Leu
20

Val
Arg
His
Asp
Ile
100
Thr
Asn
Val
Ala
Leu
180
Ala
Val

Leu

Tyr

Ser

Gly

Thr

Ala

Gly

Ser

85

Lys

Asp

Leu

Leu

Gly

165

Phe

Phe

Thr

Val

Pro
245

Gly

Met

Leu

Arg

Pro

70

Ser

Arg

Thr

Gln

Trp

150

Gln

Arg

Cys

Ile

Val

230
Gly

Ser
Arg
Leu
Gly
55

Arg
Asp
His
Met
Lys
135
Asn
Tyr
Gly
Ser
Ala
215
His

Ile

360

Glu
Ser
Arg
40

Leu
Val
Met
Tyr
Ala
120
Pro
Asp
Ile
Asn
Pro
200
Trp

Ser

Pro

Arg

Glu

25

Thr

Pro

Leu

Thr

Glu

105

Phe

Val

Ala

Ile

185

Asn

Asp

Ser

Ala

70

Arg
10

Gly
Leu
Asp
Tyr
Ile
90

Gln
Ala
Ile
Arg
Pro
170
Val
Leu
Leu

Met

Ala
250

Leu

Gly

Pro

His

Thr

75

Ala

Tyr

Ala

Leu

Glu

155

Glu

Thr

Ser

Val

Glu

235

Leu

Leu
Val
Met
Ala
60

Val
Glu
His
Ser
Thr
140
Asn
Val
Lys
Pro
Arg
220

Gln

Val

365

Leu
Leu
Phe
45

Leu
Leu
Trp
Gly
Met
125
Gly
Leu
Cys
Val
Leu
205
Lys

Asp

Arg

Ile
Val
30

His
Ala
Glu
Ile
Phe
110
Leu
Ala
Leu
Leu
Asp
190
Ala
Val

Val

Ala

Tyr
15

Pro
Asp
Leu
Cys
Arg
95

Val
Ser
Gln
Gly
Phe
175
Ser
Thr
Lys

Ala

Phe
255

Thr

Gly

Glu

Pro

Gln

80

Ile

Val

Phe

Val

Ala

160

Met

Gln

Val

Trp

Leu

240

Leu



CN 111050784 B F 5 = 38/95 i
[1553] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1554] 260 265 270

[1555] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1556] 275 280 285

[1557] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1558] 290 295 300

[1559] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1560] 305 310 315 320
[1561] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1562] 325 330 335
[1563] Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[1564] 340 345 350

[1565] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1566] 355 360 365

[1567] Ser

[1568]  <210> 47

[1569]  <211> 369

[1570] <212> PRT

(15711  <213> A TJF%)

[15672]  <220>

[1573]  <223> & AkZMK

[1574]  <400> 47

[1575] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[1576] 1 5 10 15
[1577]  Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[1578] 20 25 30

[1579] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[1580] 35 40 45

[1581] Glu Phe Ala Arg Ala Arg Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[1582] 50 55 60

[1583] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[1584] 65 70 75 80
[1585]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[1586] 85 90 95
[1587] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[1588] 100 105 110

[1589] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[1590] 115 120 125

[1591] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1592] 130 135 140

[1593] Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1594] 145 150 155 160
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[1595] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1596] 165 170 175
[1597] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1598] 180 185 190

[1599] Arg Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1600] 195 200 205

[1601] Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Lys Trp
[1602] 210 215 220

[1603] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[1604] 225 230 235 240
[1605] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[1606] 245 250 255
[1607]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1608] 260 265 270

[1609] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1610] 275 280 285

[1611] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[1612] 290 295 300

[1613] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1614] 305 310 315 320
[1615] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1616] 325 330 335
[1617]  Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[1618] 340 345 350

[1619]  Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1620] 355 360 365

[1621]  Ser

[1622] <210> 48

[1623] <211> 369

[1624] <212> PRT

[1625] <213> A TJ¥4

[1626]  <220>

[1627]  <223> HAZIK

[1628]  <400> 48

[1629] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1630] 1 5 10 15
[1631] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[1632] 20 25 30

[1633] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[1634] 35 40 45

[1635] Glu Phe Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[1636] 50 55 60
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[1637] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[1638] 65 70 75 80
[1639] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[1640] 85 90 95
[1641] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[1642] 100 105 110

[1643] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[1644] 115 120 125

[1645] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1646] 130 135 140

[1647] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1648] 145 150 155 160
[1649] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1650] 165 170 175
[1651] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1652] 180 185 190

[1653] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1654] 195 200 205

[1655] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1656] 210 215 220

[1657] Lys Asp Pro Leu Val Val His Ser Ser Met Glu His Asp Val Ala Leu
[1658] 225 230 235 240
[1659] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[1660] 245 250 255
[1661]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1662] 260 265 270

[1663] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1664] 275 280 285

[1665] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1666] 290 295 300

[1667] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1668] 305 310 315 320
[1669] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1670] 325 330 335
[1671] Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[1672] 340 345 350

[1673] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1674] 355 360 365

[1675]  Ser

[1676] <210> 49

[1677]  <211> 369

[1678] <212> PRT
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[1679] <213> A T4

[1680] <220>

[1681]  <223> HAkZIK

[1682]  <400> 49

[1683] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[1684] 1 5 10 15
[1685] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[1686] 20 25 30

[1687] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[1688] 35 40 45

[1689] Glu Phe Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[1690] 50 55 60

[1691] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[1692] 65 70 75 80
[1693] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[1694] 85 90 95
[1695] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[1696] 100 105 110

[1697] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[1698] 115 120 125

[1699] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1700] 130 135 140

[1701]  Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1702] 145 150 155 160
[1703] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1704] 165 170 175
[1705] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1706] 180 185 190

[1707] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1708] 195 200 205

[1709] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1710] 210 215 220

[1711] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[1712] 225 230 235 240
[1713] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[1714] 245 250 255
[1715] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1716] 260 265 270

[1717]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1718] 275 280 285

[1719] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1720] 290 295 300
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[1721]  Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1722] 305 310 315 320
[1723] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1724] 325 330 335
[1725] Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[1726] 340 345 350

[1727]  Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1728] 355 360 365

[1729] Ser

[1730] <210> 50

(17311  <211> 369

[1732]  <212> PRT

[1733]  <213> A L4

[1734]  <220>

[1735]  <223> & AZMK

[1736]  <400> 50

[1737] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[1738] 1 5 10 15
[1739] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[1740] 20 25 30

[1741] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[1742] 35 40 45

[1743]  Glu Phe Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[1744] 50 55 60

[1745]  Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[1746] 65 70 75 80
[1747]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[1748] 85 90 95
[1749] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[1750] 100 105 110

[1751] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[1752] 115 120 125

[1753] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1754] 130 135 140

[1755] Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1756] 145 150 155 160
[1757] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1758] 165 170 175
[1759]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1760] 180 185 190

[1761] Arg Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1762] 195 200 205
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[1763] Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Lys Trp
[1764] 210 215 220

[1765] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[1766] 225 230 235 240
[1767] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[1768] 245 250 255
[1769]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1770] 260 265 270

[1771]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[1772] 275 280 285

[1773] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[1774] 290 295 300

[1775] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1776] 305 310 315 320
[1777] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1778] 325 330 335
[1779]  Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[1780] 340 345 350

[1781] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[1782] 355 360 365

[1783]  Ser

[1784] <210> 51

[1785] <211> 369

[1786]  <212> PRT

[1787]  <213> A TJ#%

[1788]  <220>

[1789]  <223> ALk

[1790]  <400> 51

[1791] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1792] 1 5 10 15
[1793] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[1794] 20 25 30

[1795] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[1796] 35 40 45

[1797] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[1798] 50 55 60

[1799]  Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[1800] 65 70 75 80
[1801] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[1802] 85 90 95
[1803] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[1804] 100 105 110
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[1805] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[1806] 115 120 125

[1807] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1808] 130 135 140

[1809] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1810] 145 150 155 160
[1811] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1812] 165 170 175
[1813] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1814] 180 185 190

[1815] Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1816] 195 200 205

[1817] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1818] 210 215 220

[1819] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[1820] 225 230 235 240
[1821] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[1822] 245 250 255
[1823] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1824] 260 265 270

[1825] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[1826] 275 280 285

[1827] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1828] 290 295 300

[1829] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1830] 305 310 315 320
[1831] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1832] 325 330 335
[1833] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1834] 340 345 350

[1835] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[1836] 355 360 365

[1837] Ser

[1838] <210> 52

[1839] <211> 369

[1840]  <212> PRT

[1841]1  <213> A TJ#4

[1842]  <220>

[1843]  <223> HZIk

[1844]  <400> 52

[1845] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1846] 1 5 10 15
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[1847] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[1848] 20 25 30

[1849] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[1850] 35 40 45

[1851] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[1852] 50 55 60

[1853] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[1854] 65 70 75 80
[1855] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[1856] 85 90 95
[1857] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[1858] 100 105 110

[1859] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[1860] 115 120 125

[1861] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1862] 130 135 140

[1863] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1864] 145 150 155 160
[1865] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1866] 165 170 175
[1867] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1868] 180 185 190

[1869] Lys Phe Glu Ala Phe Ser Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1870] 195 200 205

[1871] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1872] 210 215 220

[1873] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[1874] 225 230 235 240
[1875] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[1876] 245 250 255
[1877]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1878] 260 265 270

[1879] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[1880] 275 280 285

[1881] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1882] 290 295 300

[1883] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1884] 305 310 315 320
[1885] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1886] 325 330 335
[1887] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1888] 340 345 350
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[1889]
[1890]
[1891]
[1892]
[1893]
[1894]
[1895]
[1896]
[1897]
[1898]
[1899]
[1900]
[1901]
[1902]
[1903]
[1904]
[1905]
[1906]
[1907]
[1908]
[1909]
[1910]
[1911]
[1912]
[1913]
[1914]
[1915]
[1916]
[1917]
[1918]
[1919]
[1920]
[1921]
[1922]
[1923]
[1924]
[1925]
[1926]
[1927]
[1928]
[1929]
[1930]

Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser

Ser

<210> 53
<211> 36
<212> PR

<213>

220>

223> &
<400> 53
Met Ala Arg Ala

1
Gly

Pro

Glu

Pro

65

Pro

Ala

Ile

Met

Pro

145

Leu

Asn

Lys

Gly

Lys

225

Leu

Gly
Gly
Phe
50

Ala
Leu
Lys
His
Leu
130
Ile
Leu
Ser
Phe
Ala
210

Asp

Arg

355

9
T

D2

Thr
Leu
35

Ala
Ser
Leu
Ile
Gly
115
Glu
Arg
Val
Gln
Glu
195
Asp

Pro

Leu

N2

ik

Leu
20

Val
Gln
His
Asp
Ile
100
Thr
Asn
Val
Ala
Leu
180
Ala
Val

Leu

Tyr

Ser

Gly

Thr

Ala

Gly

Ser

85

Glu

Asp

Leu

Leu

Gly

165

Phe

Phe

Thr

Val

Pro
245

Gly

Met

Leu

Gln

Pro

70

Ser

Arg

Thr

His

Trp

150

Gln

Arg

Val

Ile

Val

230
Gly

Ser
Gln
Leu
Gly
55

Arg
Asp
His
Met
Lys
135
Asn
Tyr
Gly
Ser
Ala
215
His

Ile

360

Glu
Ser
Arg
40

Leu
Val
Met
Tyr
Ala
120
Pro
Asp
Ile
Asn
Pro
200
Trp

Ser

Pro

Arg

Lys

25

Thr

Pro

Leu

Thr

Glu

105

Ser

Val

Ala

Ile

185

Asn

Asp

Asn

Ala

79

His
10

Gly
Leu
Asp
Tyr
Ile
90

Gln
Gly
Ile
Arg
Pro
170
Val
Leu
Leu

Met

Ser
250

Leu

Gly

Pro

His

Thr

75

Asp

Tyr

Ala

Leu

Glu

155

Glu

Thr

Ser

Val

Glu

235

Leu

Leu
Val
Met
Ala
60

Val
Asp
Gln
Ser
Thr
140
Asn
Val
Lys
Pro
Arg
220
His

Val

365

Leu
Leu
Phe
45

Leu
Leu
Trp
Gly
Met
125
Gly
Leu
Cys
Val
Leu
205
Lys

Asp

Arg

Ile
Val
30

His
Ala
Glu
Ile
Phe
110
Leu
Ala
Leu
Leu
Asp
190
Ala
Val

Val

Ala

Tyr
15

Pro
Asp
Leu
Cys
Arg
95

Val
Ser
Gln
Gly
Phe
175
Ser
Thr
Lys

Ala

Phe
255

Thr

Gly

Lys

Pro

Gln

80

Ile

Val

Phe

Val

Ala

160

Met

Gln

Val

Trp

Leu

240

Leu
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[1931]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1932] 260 265 270

[1933] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[1934] 275 280 285

[1935] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1936] 290 295 300

[1937] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1938] 305 310 315 320
[1939] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1940] 325 330 335
[1941] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1942] 340 345 350

[1943] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[1944] 355 360 365

[1945]  Ser

[1946] <210> 54

[1947]  <211> 369

[1948] <212> PRT

[1949]1  <213> A TJ¥4

[1950] <220>

[1951]  <223> &2k

[1952]  <400> 54

[1953] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[1954] 1 5 10 15
[1955] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[1956] 20 25 30

[1957] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[1958] 35 40 45

[1959]  Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[1960] 50 55 60

[1961] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[1962] 65 70 75 80
[1963] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[1964] 85 90 95
[1965] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[1966] 100 105 110

[1967] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[1968] 115 120 125

[1969] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[1970] 130 135 140

[1971]  Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[1972]1 145 150 155 160
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[1973] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[1974] 165 170 175
[1975] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[1976] 180 185 190

[1977] Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[1978] 195 200 205

[1979] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[1980] 210 215 220

[1981] Cys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[1982] 225 230 235 240
[1983] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[1984] 245 250 255
[1985]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[1986] 260 265 270

[1987] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[1988] 275 280 285

[1989] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[1990] 290 295 300

[1991] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[1992] 305 310 315 320
[1993] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[1994] 325 330 335
[1995] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[1996] 340 345 350

[1997] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[1998] 355 360 365

[1999]  Ser

[2000]  <210> 55

[2001] <211> 369

[2002] <212> PRT

[2003] <213> A TJ¥4

[2004]  <220>

[2005]  <223> Bk

[2006]  <400> 55

[2007] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[2008] 1 5 10 15
[2009] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[2010] 20 25 30

[2011]  Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[2012] 35 40 45

[2013] Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[2014] 50 55 60
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[2015] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2016] 65 70 75 80
[2017]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[2018] 85 90 95
[2019]  Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[2020] 100 105 110

[2021] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[2022] 115 120 125

[2023] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2024] 130 135 140

[2025] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2026] 145 150 155 160
[2027] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2028] 165 170 175
[2029]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2030] 180 185 190

[2031] Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2032] 195 200 205

[2033] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[2034] 210 215 220

[2035] Cys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[2036] 225 230 235 240
[2037] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[2038] 245 250 255
[2039]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2040] 260 265 270

[2041]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[2042] 275 280 285

[2043] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[2044] 290 295 300

[2045] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2046] 305 310 315 320
[2047] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2048] 325 330 335
[2049] Gly Leu Pro Cys Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[2050] 340 345 350

[2051] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[2052] 355 360 365

[2053]  Ser

[2054] <210> 56

[2055] <211> 369

[2056]  <212> PRT

82



CN 111050784 B F 5 = 50/95 i
[2057]  <213> AT ¢4

[2058] <220>

[2059]  <223> HAkZK

[2060]  <400> 56

[2061] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[2062] 1 5 10 15
[2063] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[2064] 20 25 30

[2065] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[2066] 35 40 45

[2067] Cys Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[2068] 50 55 60

[2069] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2070] 65 70 75 80
[2071]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[2072] 85 90 95
[2073] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[2074] 100 105 110

[2075] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[2076] 115 120 125

[2077] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2078] 130 135 140

[2079] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2080] 145 150 155 160
[2081] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2082] 165 170 175
[2083] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2084] 180 185 190

[2085] Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2086] 195 200 205

[2087] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[2088] 210 215 220

[2089] Cys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[2090] 225 230 235 240
[2091] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[2092] 245 250 255
[2093] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2094] 260 265 270

[2095]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[2096] 275 280 285

[2097] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[2098] 290 295 300
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[2099] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2100] 305 310 315 320
[2101] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2102] 325 330 335
[2103] Gly Leu Pro Cys Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[2104] 340 345 350

[2105] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[2106] 355 360 365

[2107] Ser

[2108] <210> 57

[2109] <211> 369

[2110]  <212> PRT

[2111]  <213> A T4

[2112]  <220>

[2113]  <223> & AZHK

[2114]  <400> 57

[2115] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[2116] 1 5 10 15
[2117]  Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[2118] 20 25 30

[2119] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[2120] 35 40 45

[2121]  Cys Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[2122] 50 55 60

[2123]  Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2124] 65 70 75 80
[2125] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[2126] 85 90 95
[2127]  Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[2128] 100 105 110

[2129] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[2130] 115 120 125

[2131] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2132] 130 135 140

[2133] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2134] 145 150 155 160
[2135] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2136] 165 170 175
[2137]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2138] 180 185 190

[2139] Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2140] 195 200 205
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[2141] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[2142] 210 215 220

[2143]  Cys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[2144] 225 230 235 240
[2145] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[2146] 245 250 255
[2147]  Cys Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2148] 260 265 270

[2149]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[2150] 275 280 285

[2151] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[2152] 290 295 300

[2153] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2154] 305 310 315 320
[2155] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2156] 325 330 335
[2157]  Gly Leu Pro Cys Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[2158] 340 345 350

[2159]  Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[2160] 355 360 365

[2161]  Ser

[2162] <210> 58

[2163] <211> 369

[2164] <212> PRT

[2165] <213> AN TJ7%)

[2166]  <220>

[2167]  <223> HZNK

[2168]  <400> 58

[2169] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[2170] 1 5 10 15
[2171]  Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[2172] 20 25 30

[2173] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[2174] 35 40 45

[2175] Glu Phe Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[2176] 50 55 60

[2177]  Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2178] 65 70 75 80
[2179]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[2180] 85 90 95
[2181] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[2182] 100 105 110
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[2183] 1Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[2184] 115 120 125

[2185] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2186] 130 135 140

[2187] Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2188] 145 150 155 160
[2189] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2190] 165 170 175
[2191]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2192] 180 185 190

[2193] Arg Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2194] 195 200 205

[2195] Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Lys Trp
[2196] 210 215 220

[2197]  Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[2198] 225 230 235 240
[2199]  Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[2200] 245 250 255
[2201] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2202] 260 265 270

[2203] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[2204] 275 280 285

[2205] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[2206] 290 295 300

[2207]  Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2208] 305 310 315 320
[2209] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2210] 325 330 335
[2211]  Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[2212] 340 345 350

[2213] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[2214] 355 360 365

[2215] Ser

[2216] <210> 59

[2217]  <211> 369

[2218]  <212> PRT

[2219]  <213> A L4

[2220]  <220>

[2221]  <223> HRLZIK

[2222]  <400> 59

[2223] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[2224] 1 5 10 15

86



CN 111050784 B F 5 = 54/95 i
[2225] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[2226] 20 25 30

[2227]  Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[2228] 35 40 45

[2229]  Glu Phe Ala Cys Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[2230] 50 55 60

[2231] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2232] 65 70 75 80
[2233]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[2234] 85 90 95
[2235] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[2236] 100 105 110

[2237] 1le His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[2238] 115 120 125

[2239] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2240] 130 135 140

[2241]  Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2242] 145 150 155 160
[2243] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2244] 165 170 175
[2245]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2246] 180 185 190

[2247] Arg Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2248] 195 200 205

[2249]  Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Lys Trp
[2250] 210 215 220

[2251] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[2252] 225 230 235 240
[2253] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[2254] 245 250 255
[2255]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2256] 260 265 270

[2257] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[2258] 275 280 285

[2259] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[2260] 290 295 300

[2261] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2262] 305 310 315 320
[2263] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2264] 325 330 335
[2265] Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[2266] 340 345 350
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[2267]
[2268]
[2269]
[2270]
[2271]
[2272]
[2273]
[2274]
[2275]
[2276]
[2277]
[2278]
[2279]
[2280]
[2281]
[2282]
[2283]
[2284]
[2285]
[2286]
[2287]
[2288]
[2289]
[2290]
[2291]
[2292]
[2293]
[2294]
[2295]
[2296]
[2297]
[2298]
[2299]
[2300]
[2301]
[2302]
[2303]
[2304]
[2305]
[2306]
[2307]
[2308]

Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro

Ser

<210> 60
<211> 36
<212> PR

<213>

220>

223> &
<400> 60
Met Ala Arg Ala

1
Gly

Pro

Glu

Pro

65

Pro

Ala

Ile

Met

Pro

145

Leu

Asn

Arg

Gly

Cys

225

Leu

Gly
Gly
Phe
50

Ala
Leu
Gln
His
Leu
130
Ile
Leu
Ser
Phe
Ala
210

Asp

Arg

355

9
T

D2

Thr
Leu
35

Ala
Ser
Leu
Ile
Gly
115
Glu
His
Val
Gln
Glu
195
Asp

Pro

Leu

N LA

ik

Leu
20

Val
Cys
His
Asp
Ile
100
Thr
Asn
Val
Ala
Leu
180
Ala
Val

Leu

Tyr

Ser

Gly

Thr

Ala

Gly

Ser

85

Lys

Asp

Leu

Leu

Gly

165

Phe

Phe

Thr

Val

Pro
245

Gly

Met

Leu

Arg

Pro

70

Ser

Arg

Thr

Gln

Trp

150

Gln

Arg

Ala

Ile

Val

230
Gly

Ser
Arg
Leu
Gly
55

Arg
Asp
His
Met
Lys
135
Asn
Tyr
Gly
Ser
Ala
215
His

Ile

360

Glu
Ser
Arg
40

Leu
Val
Met
Tyr
Ala
120
Pro
Asp
Ile
Asn
Pro
200
Trp

Ser

Pro

Arg

Glu

25

Thr

Ser

Leu

Thr

Glu

105

Phe

Val

Ala

Ile

185

Asn

Glu

Ser

Ala

88

Arg
10

Gly
Leu
Glu
Tyr
Ile
90

Gln
Ala
Ile
Arg
Pro
170
Val
Leu
Leu

Met

Ala
250

Leu

Gly

Pro

Asp

Thr

75

Ala

Tyr

Ala

Leu

Glu

155

Glu

Thr

Ser

Val

Glu

235

Leu

Leu
Val
Met
Thr
60

Val
Glu
His
Ser
Thr
140
Asn
Val
Lys
Pro
Arg
220

Gln

Val

365

Leu
Leu
Phe
45

Leu
Leu
Trp
Gly
Met
125
Gly
Leu
Cys
Val
Leu
205
Lys

Asp

Arg

Ile
Val
30

His
Val
Glu
Ile
Phe
110
Leu
Ala
Leu
Leu
Asp
190
Ala
Val

Val

Ala

Tyr
15

Pro
Asp
Leu
Cys
Arg
95

Val
Ser
Gln
Gly
Phe
175
Ser
Thr
Lys

Ala

Phe
255

Thr

Gly

Glu

Pro

Gln

80

Ile

Val

Phe

Val

Ala

160

Met

Gln

Val

Trp

Leu

240

Leu
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[2309] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2310] 260 265 270

[2311]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[2312] 275 280 285

[2313] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[2314] 290 295 300

[2315] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2316] 305 310 315 320
[2317]  Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2318] 325 330 335
[2319]  Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[2320] 340 345 350

[2321]  Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[2322] 355 360 365

[2323]  Ser

[2324] <210> 61

[2325] <211> 369

[2326] <212> PRT

[2327] <213> AN LJ#%)

[2328] <220>

[2329] <223> HZik

[2330] <400> 61

[2331] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[2332] 1 5 10 15
[2333] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[2334] 20 25 30

[2335] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[2336] 35 40 45

[2337]  Glu Phe Ala Cys Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[2338] 50 55 60

[2339] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2340] 65 70 75 80
[2341]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[2342] 85 90 95
[2343] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[2344] 100 105 110

[2345] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[2346] 115 120 125

[2347] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2348] 130 135 140

[2349] Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2350] 145 150 155 160
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[2351] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2352] 165 170 175
[2353] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2354] 180 185 190

[2355] Arg Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2356] 195 200 205

[2357] Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Lys Trp
[2358] 210 215 220

[2359] Cys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[2360] 225 230 235 240
[2361] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[2362] 245 250 255
[2363] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2364] 260 265 270

[2365] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[2366] 275 280 285

[2367] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[2368] 290 295 300

[2369] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2370] 305 310 315 320
[2371] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2372] 325 330 335
[2373] Gly Leu Pro Cys Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[2374] 340 345 350

[2375] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[2376] 355 360 365

[2377]  Ser

[2378] <210> 62

[2379] <211> 369

[2380] <212> PRT

[2381] <213> A LJ¥4

[2382]  <220>

[2383] <223> BRIk

[2384]  <400> 62

[2385] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[2386] 1 5 10 15
[2387] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[2388] 20 25 30

[2389] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[2390] 35 40 45

[2391]  Glu Phe Ala Cys Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[2392] 50 55 60
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[2393] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2394] 65 70 75 80
[2395] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[2396] 85 90 95
[2397] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[2398] 100 105 110

[2399] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[2400] 115 120 125

[2401] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2402] 130 135 140

[2403] Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2404] 145 150 155 160
[2405] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2406] 165 170 175
[2407]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2408] 180 185 190

[2409] Arg Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2410] 195 200 205

[2411] Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Lys Trp
[2412] 210 215 220

[2413] Cys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[2414] 225 230 235 240
[2415] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[2416] 245 250 255
[2417]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2418] 260 265 270

[2419]  Gly Pro Ser Lys Pro Asp Leu Leu Cys Glu Leu Arg Ala Ala Ala Glu
[2420] 275 280 285

[2421] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[2422] 290 295 300

[2423] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2424] 305 310 315 320
[2425] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2426] 325 330 335
[2427] Gly Leu Pro Cys Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[2428] 340 345 350

[2429] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[2430] 355 360 365

[2431]  Ser

[2432] <210> 63

[2433] <211> 369

[2434]  <212> PRT
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[2435]  <213> A TJ#%

[2436] <220>

[2437]  <223> HAkZIK

[2438]  <400> 63

[2439] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[2440] 1 5 10 15
[2441]  Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[2442] 20 25 30

[2443] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[2444] 35 40 45

[2445] Glu Phe Ala Gln Ala Lys Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[2446] 50 55 60

[2447] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2448] 65 70 75 80
[2449]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Lys Asp Trp Ile Arg Ile
[2450] 85 90 95
[2451] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[2452] 100 105 110

[2453] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[2454] 115 120 125

[2455] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2456] 130 135 140

[2457] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2458] 145 150 155 160
[2459] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2460] 165 170 175
[2461] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2462] 180 185 190

[2463] Lys Phe Glu Ala Phe Cys Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2464] 195 200 205

[2465] Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Asp Trp
[2466] 210 215 220

[2467] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[2468] 225 230 235 240
[2469] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[2470] 245 250 255
[2471] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2472] 260 265 270

[2473]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[2474] 275 280 285

[2475] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[2476] 290 295 300
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[2477]  Thr Pro Gly Tyr Ala Thr Lys Leu Ala Gly Ala Asn Ile Val Ser Gly
[2478] 305 310 315 320
[2479] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2480] 325 330 335
[2481] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[2482] 340 345 350

[2483] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[2484] 355 360 365

[2485]  Ser

[2486] <210> 64

[2487] <211> 369

[2488] <212> PRT

[2489]  <213> AL J¥4l

[2490]  <220>

[2491]  <223> &SRk

[2492]  <400> 64

[2493] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[2494] 1 5 10 15
[2495] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[2496] 20 25 30

[2497] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[2498] 35 40 45

[2499]  Glu Phe Ala Arg Ala Lys Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[2500] 50 55 60

[2501]  Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2502] 65 70 75 80
[2503] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Lys Glu Trp Ile Arg Ile
[2504] 85 90 95
[2505] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[2506] 100 105 110

[2507] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[2508] 115 120 125

[2509] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2510] 130 135 140

[2511]  Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2512] 145 150 155 160
[2513] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2514] 165 170 175
[2515]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2516] 180 185 190

[2517] Arg Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2518] 195 200 205
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[2519] Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Asp Trp
[2520] 210 215 220

[2521] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[2522] 225 230 235 240
[2523] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[2524] 245 250 255
[2525]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2526] 260 265 270

[2527] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[2528] 275 280 285

[2529] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[2530] 290 295 300

[2531] Thr Pro Gly Tyr Ala Thr Lys Leu Ala Gly Ala Asn Ile Val Ser Gly
[2532] 305 310 315 320
[2533] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2534] 325 330 335
[2535] Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[2536] 340 345 350

[2537] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[2538] 355 360 365

[2539]  Ser

[2540] <210> 65

[2541] <211> 369

[2542]  <212> PRT

[2543]  <213> A L4

[2544]  <220>

[2545]  <223> HZNK

[2546]  <400> 65

[2547] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[2548] 1 5 10 15
[2549] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[2550] 20 25 30

[2551] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[2552] 35 40 45

[2553]  Glu Phe Ala Arg Ala Lys Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[2554] 50 55 60

[2555] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2556] 65 70 75 80
[2557] Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Lys Glu Trp Ile Arg Ile
[2558] 85 90 95
[2559] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[2560] 100 105 110
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[2561] Tle His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[2562] 115 120 125

[2563] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2564] 130 135 140

[2565] Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2566] 145 150 155 160
[2567] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2568] 165 170 175
[2569] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2570] 180 185 190

[2571] Arg Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2572] 195 200 205

[2573]  Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Asp Trp
[2574] 210 215 220

[2575] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[2576] 225 230 235 240
[2577] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[2578] 245 250 255
[2579] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2580] 260 265 270

[2581] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[2582] 275 280 285

[2583] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[2584] 290 295 300

[2585] Thr Pro Gly Tyr Ala Thr Lys Leu Ala Gly Ala Asn Ile Val Ser Gly
[2586] 305 310 315 320
[2587] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2588] 325 330 335
[2589] Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[2590] 340 345 350

[2591] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[2592] 355 360 365

[2593]  Ser

[2594] <210> 66

[2595] <211> 98

[2596]  <212> PRT

[2597]1  <213> A L4

[2598]  <220>

[2599]  <223> &k

[2600]  <400> 66

[2601] Met Ser Asp Ser Glu Val Asn Gln Glu Ala Lys Pro Glu Val Lys Pro
[2602] 1 5 10 15
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[2603] Glu Val Lys Pro Glu Thr His Ile Asn Leu Lys Val Ser Asp Gly Ser
[2604] 20 25 30

[2605] Ser Glu Ile Phe Phe Lys Ile Lys Lys Thr Thr Pro Leu Arg Arg Leu
[2606] 35 40 45

[2607] Met Glu Ala Phe Ala Lys Arg Gln Gly Lys Glu Met Asp Ser Leu Arg
[2608] 50 55 60

[2609] Phe Leu Tyr Asp Gly Ile Arg Ile Gln Ala Asp Gln Thr Pro Glu Asp
[2610] 65 70 75 80
[2611] Leu Asp Met Glu Asp Asn Asp Ile Ile Glu Ala His Arg Glu Gln Ile
[2612] 85 90 95
[2613]  Gly Gly

[2614] <210> 67

[2615] <211> 97

[2616]  <212> PRT

[2617]  <213> A L4

[2618]  <220>

[2619]  <223> &Ik

[2620]  <400> 67

[2621] Met Ser Asp Gln Glu Ala Lys Pro Ser Thr Glu Asp Leu Gly Asp Lys
[2622] 1 5 10 15
[2623] Lys Glu Gly Glu Tyr Ile Lys Leu Lys Val Ile Gly Gln Asp Ser Ser
[2624] 20 25 30

[2625] Glu Ile His Phe Lys Val Lys Met Thr Thr His Leu Lys Lys Leu Lys
[2626] 35 40 45

[2627]  Glu Ser Tyr Cys Gln Arg Gln Gly Val Pro Met Asn Ser Leu Arg Phe
[2628] 50 55 60

[2629] Leu Phe Glu Gly Gln Arg Ile Ala Asp Asn His Thr Pro Lys Glu Leu
[2630] 65 70 75 80
[2631]  Gly Met Glu Glu Glu Asp Val Ile Glu Val Tyr Gln Glu Gln Thr Gly
[2632] 85 90 95
[2633] Gly

[2634] <210> 68

[2635] <211> 95

[2636] <212> PRT

[2637]  <213> ALJ74)

[2638]  <220>

[2639]  <223> B ZIK

[2640]  <400> 68

[2641] Met Ala Asp Glu Lys Pro Lys Glu Gly Val Lys Thr Glu Asn Asn Asp
[2642] 1 5 10 15
[2643] His Ile Asn Leu Lys Val Ala Gly Gln Asp Gly Ser Val Val Gln Phe
[2644] 20 25 30
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[2645] Lys Ile Lys Arg His Thr Pro Leu Ser Lys Leu Met Lys Ala Tyr Cys
[2646] 35 40 45

[2647] Glu Arg Gln Gly Leu Ser Met Arg Gln Ile Arg Phe Arg Phe Asp Gly
[2648] 50 55 60

[2649]  Gln Pro Ile Asn Glu Thr Asp Thr Pro Ala Gln Leu Glu Met Glu Asp
[2650] 65 70 75 80
[2651]  Glu Asp Thr Ile Asp Val Phe Gln Gln Gln Thr Gly Gly Val Tyr
[2652] 85 90 95
[2653] <210> 69

[2654] <211> 103

[2655]  <212> PRT

[2656] <213> AT ¢4

[2657]  <220>

[2658]  <223> ALk

[2659]  <400> 69

[2660] Met Ser Glu Glu Lys Pro Lys Glu Gly Val Lys Thr Glu Asn Asp His
[2661] 1 5 10 15
[2662] Ile Asn Leu Lys Val Ala Gly Gln Asp Gly Ser Val Val Gln Phe Lys
[2663] 20 25 30

[2664] Ile Lys Arg His Thr Pro Leu Ser Lys Leu Met Lys Ala Tyr Cys Glu
[2665] 35 40 45

[2666] Arg Gln Gly Leu Ser Met Arg Gln Ile Arg Phe Arg Phe Asp Gly Gln
[2667] 50 55 60

[2668] Pro Ile Asn Glu Thr Asp Thr Pro Ala Gln Leu Glu Met Glu Asp Glu
[2669] 65 70 75 80
[2670] Asp Thr Ile Asp Val Phe Gln Gln Gln Thr Gly Gly Val Pro Glu Ser
[2671] 85 90 95
[2672] Ser Leu Ala Gly His Ser Phe

[2673] 100

[2674] <210> 70

[2675] <211> 95

[2676]  <212> PRT

[2677]1  <213> ALF¥4)

[2678]  <220>

[2679] <223> BRIk

[2680]  <400> 70

[2681] Met Ala Asn Glu Lys Pro Thr Glu Glu Val Lys Thr Glu Asn Asn Asn
[2682] 1 5 10 15
[2683] His Ile Asn Leu Lys Val Ala Gly Gln Asp Gly Ser Val Val Gln Phe
[2684] 20 25 30

[2685] Lys Ile Lys Arg GIn Thr Pro Leu Ser Lys Leu Met Lys Ala Tyr Cys
[2686] 35 40 45
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[2687]
[2688]
[2689]
[2690]
[2691]
[2692]
[2693]
[2694]
[2695]
[2696]
[2697]
[2698]
[2699]
[2700]
[2701]
[2702]
[2703]
[2704]
[2705]
[2706]
[2707]
[2708]
[2709]
[2710]
[2711]
[2712]
[2713]
[2714]
[2715]
[2716]
[2717]
[2718]
[2719]
[2720]
[2721]
[2722]
[2723]
[2724]
[2725]
[2726]
[2727]
[2728]

Glu Pro Arg Gly Leu Ser Met Lys Gln Ile Arg Phe Arg Phe Gly Gly
50 55 60

Gln Pro Ile Ser Gly Thr Asp Lys Pro Ala Gln Leu Glu Met Glu Asp
65 70 75 80
Glu Asp Thr Ile Asp Val Phe Gln Gln Pro Thr Gly Gly Val Tyr

85 90 95
<210> 71
211> 20
<212> PRT
213> NT 751
220>
<223> Gk
<400> 71
Gln Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp
1 5 10 15
Glu Asp Asp Phe

20

<210> 72
211> 18
<212> PRT
213> NT 751
220>
<223> Gk
<400> 72
Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp Glu
1 5 10 15
Asp Asp
<210> 73
211> 15
<212> PRT
213> N T4
220>
<223> IRk
<400> 73
Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp
1 5 10 15
<210> 74
<211> 468
<212> PRT
213> N TJ74
220>
223> HHZIK
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[2729]  <400> 74

[2730] Met Ser Asp Ser Glu Val Asn Gln Glu Ala Lys Pro Glu Val Lys Pro
[2731] 1 5 10 15
[2732] Glu Val Lys Pro Glu Thr His Ile Asn Leu Lys Val Ser Asp Gly Ser
[2733] 20 25 30

[2734] Ser Glu Ile Phe Phe Lys Ile Lys Lys Thr Thr Pro Leu Arg Arg Leu
[2735] 35 40 45

[2736] Met Glu Ala Phe Ala Lys Arg Gln Gly Lys Glu Met Asp Ser Leu Arg
[2737] 50 55 60

[2738] Phe Leu Tyr Asp Gly Ile Arg Ile Gln Ala Asp Gln Thr Pro Glu Asp
[2739] 65 70 75 80
[2740] Leu Asp Met Glu Asp Asn Asp Ile Ile Glu Ala His Arg Glu Gln Ile
[2741] 85 90 95
[2742] Gly Gly His Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu
[2743] 100 105 110

[2744] 1Ile Tyr Thr Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu
[2745] 115 120 125

[2746] Val Pro Gly Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe
[2747] 130 135 140

[2748] His Asp Lys Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu
[2749] 145 150 155 160
[2750] Ala Leu Pro Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu
[2751] 165 170 175
[2752] Glu Lys Gln Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp
[2753] 180 185 190

[2754] Ile Arg Ile Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr GIn Gly
[2755] 195 200 205

[2756] Phe Val Val Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met
[2757] 210 215 220

[2758] Leu Ser Phe Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly
[2759] 225 230 235 240
[2760] Ala Gln Val Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu
[2761] 245 250 255
[2762] Leu Gly Ala Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys
[2763] 260 265 270

[2764] Leu Phe Met Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val
[2765] 275 280 285

[2766] Asp Ser Gln Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu
[2767] 290 295 300

[2768] Ala Thr Val Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys
[2769] 305 310 315 320
[2770] Val Lys Trp Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp
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[2771] 325 330 335
[2772] Val Ala Leu Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg
[2773] 340 345 350

[2774] Ala Phe Leu Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly
[2775] 355 360 365

[2776]  Ser Gly Asn Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala
[2777] 370 375 380

[2778] Ala Ala Gln Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg
[2779] 385 390 395 400
[2780] Gly Ser Val Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile
[2781] 405 410 415
[2782] Val Ser Gly Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser
[2783] 420 425 430

[2784] Tyr Val Leu Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu
[2785] 435 440 445

[2786] Leu Ala Lys Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu
[2787] 450 455 460

[2788] His Gln Ser Ser

[2789] 465

[2790] <210> 75

[2791]  <211> 467

[2792]  <212> PRT

[2793] <213> A T4

[2794]  <220>

[2795]  <223> & RZAK

[2796]  <400> 75

[2797] Met Ser Asp Gln Glu Ala Lys Pro Ser Thr Glu Asp Leu Gly Asp Lys
[2798] 1 5 10 15
[2799] Lys Glu Gly Glu Tyr Ile Lys Leu Lys Val Ile Gly Gln Asp Ser Ser
[2800] 20 25 30

[2801] Glu Ile His Phe Lys Val Lys Met Thr Thr His Leu Lys Lys Leu Lys
[2802] 35 40 45

[2803] Glu Ser Tyr Cys Gln Arg Gln Gly Val Pro Met Asn Ser Leu Arg Phe
[2804] 50 55 60

[2805] Leu Phe Glu Gly Gln Arg Ile Ala Asp Asn His Thr Pro Lys Glu Leu
[2806] 65 70 75 80
[2807] Gly Met Glu Glu Glu Asp Val Ile Glu Val Tyr Gln Glu Gln Thr Gly
[2808] 85 90 95
[2809] Gly His Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile
[2810] 100 105 110

[2811] Tyr Thr Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val
[2812] 115 120 125
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[2813] Pro Gly Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His
[2814] 130 135 140

[2815] Asp Lys Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala
[2816] 145 150 155 160
[2817] Leu Pro Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu
[2818] 165 170 175
[2819] Lys Gln Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile
[2820] 180 185 190

[2821] Arg Ile Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe
[2822] 195 200 205

[2823] Val Val Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu
[2824] 210 215 220

[2825]  Ser Phe Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala
[2826] 225 230 235 240
[2827] Gln Val Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu
[2828] 245 250 255
[2829] Gly Ala Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu
[2830] 260 265 270

[2831] Phe Met Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp
[2832] 275 280 285

[2833] Ser Gln Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala
[2834] 290 295 300

[2835] Thr Val Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val
[2836] 305 310 315 320
[2837] Lys Trp Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val
[2838] 325 330 335
[2839] Ala Leu Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala
[2840] 340 345 350

[2841] Phe Leu Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser
[2842] 355 360 365

[2843] Gly Asn Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala
[2844] 370 375 380

[2845] Ala Gln Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly
[2846] 385 390 395 400
[2847] Ser Val Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val
[2848] 405 410 415
[2849] Ser Gly Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr
[2850] 420 425 430

[2851] Val Leu Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu
[2852] 435 440 445

[2853] Ala Lys Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His
[2854] 450 455 460

101



CN 111050784 B F 5 = 69/95 71
[2855]  Gln Ser Ser

[2856] 465

[2857] <210> 76

[2858] <211> 386

[2859]  <212> PRT

[2860]  <213> A L4

[2861]  <220>

[2862] <223> HRLZIK

[2863]  <400> 76

[2864] Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp Glu
[2865] 1 5 10 15
[2866] Asp Asp Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr
[2867] 20 25 30

[2868] Thr Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro
[2869] 35 40 45

[2870] Gly Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp
[2871] 50 55 60

[2872] Lys Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu
[2873] 65 70 75 80
[2874]  Pro Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys
[2875] 85 90 95
[2876]  Gln Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg
[2877] 100 105 110

[2878] Ile Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val
[2879] 115 120 125

[2880] Val Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser
[2881] 130 135 140

[2882] Phe Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln
[2883] 145 150 155 160
[2884] Val Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly
[2885] 165 170 175
[2886] Ala Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe
[2887] 180 185 190

[2888] Met Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser
[2889] 195 200 205

[2890] Gln Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr
[2891] 210 215 220

[2892] Val Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys
[2893] 225 230 235 240
[2894] Trp Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala
[2895] 245 250 255
[2896] Leu Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe
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[2897] 260 265 270

[2898] Leu Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly
[2899] 275 280 285

[2900] Asn Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala
[2901] 290 295 300

[2902]  Gln Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser
[2903] 305 310 315 320
[2904] Val Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser
[2905] 325 330 335
[2906] Gly Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val
[2907] 340 345 350

[2908] Leu Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala
[2909] 355 360 365

[2910] Lys Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln
[2911] 370 375 380

[2912]  Ser Ser

[2913] 385

[2914]  <210> 77

[2915]  <211> 387

[2916]  <212> PRT

[2917]  <213> A TJF4

[2918]  <220>

[2919]  <223> &2k

[2920]  <400> 77

[2921] Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile Tyr Thr
[2922] 1 5 10 15
[2923] Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val Pro Gly
[2924] 20 25 30

[2925] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Lys
[2926] 35 40 45

[2927]  Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala Leu Pro
[2928] 50 55 60

[2929] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[2930] 65 70 75 80
[2931]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile Arg Ile
[2932] 85 90 95
[2933] Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe Val Val
[2934] 100 105 110

[2935] Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu Ser Phe
[2936] 115 120 125

[2937] Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[2938] 130 135 140
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[2939] Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[2940] 145 150 155 160
[2941] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[2942] 165 170 175
[2943]  Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[2944] 180 185 190

[2945] Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[2946] 195 200 205

[2947]  Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val Lys Trp
[2948] 210 215 220

[2949] Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val Ala Leu
[2950] 225 230 235 240
[2951] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala Phe Leu
[2952] 245 250 255
[2953] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[2954] 260 265 270

[2955]  Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Gln
[2956] 275 280 285

[2957] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly Ser Val
[2958] 290 295 300

[2959] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[2960] 305 310 315 320
[2961] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[2962] 325 330 335
[2963] Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu Ala Lys
[2964] 340 345 350

[2965] Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His Gln Ser
[2966] 355 360 365

[2967] Ser Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys Leu Trp
[2968] 370 375 380

[2969]  Glu Asp Asp

[2970] 385

[2971] <210> 78

[2972] <211> 486

[2973] <212> PRT

[2974]  <213> A L4

[2975] <220

[2976]  <223> ALK

[2977]  <400> 78

[2978] Met Ser Asp Ser Glu Val Asn Gln Glu Ala Lys Pro Glu Val Lys Pro
[2979] 1 5 10 15
[2980] Glu Val Lys Pro Glu Thr His Ile Asn Leu Lys Val Ser Asp Gly Ser
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[2981] 20 25 30

[2982] Ser Glu Ile Phe Phe Lys Ile Lys Lys Thr Thr Pro Leu Arg Arg Leu
[2983] 35 40 45

[2984] Met Glu Ala Phe Ala Lys Arg Gln Gly Lys Glu Met Asp Ser Leu Arg
[2985] 50 55 60

[2986] Phe Leu Tyr Asp Gly Ile Arg Ile Gln Ala Asp Gln Thr Pro Glu Asp
[2987] 65 70 75 80
[2988] Leu Asp Met Glu Asp Asn Asp Ile Ile Glu Ala His Arg Glu Gln Ile
[2989] 85 90 95
[2990] Gly Gly His Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu
[2991] 100 105 110

[2992] Ile Tyr Thr Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu
[2993] 115 120 125

[2994] Val Pro Gly Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe
[2995] 130 135 140

[2996] His Asp Lys Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu
[2997] 145 150 155 160
[2998] Ala Leu Pro Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu
[2999] 165 170 175
[3000] Glu Cys Gln Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp
[3001] 180 185 190

[3002] Ile Arg Ile Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly
[3003] 195 200 205

[3004] Phe Val Val Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met
[3005] 210 215 220

[3006] Leu Ser Phe Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly
[3007] 225 230 235 240
[3008] Ala Gln Val Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu
[3009] 245 250 255
[3010] Leu Gly Ala Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys
[3011] 260 265 270

[3012] Leu Phe Met Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val
[3013] 275 280 285

[3014] Asp Ser Gln Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu
[3015] 290 295 300

[3016] Ala Thr Val Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys
[3017] 305 310 315 320
[3018] Val Lys Trp Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp
[3019] 325 330 335
[3020] Val Ala Leu Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg
[3021] 340 345 350

[3022] Ala Phe Leu Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly
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[3023] 355 360 365

[3024] Ser Gly Asn Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala
[3025] 370 375 380

[3026] Ala Ala Gln Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg
[3027] 385 390 395 400
[3028] Gly Ser Val Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile
[3029] 405 410 415
[3030] Val Ser Gly Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser
[3031] 420 425 430

[3032] Tyr Val Leu Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu
[3033] 435 440 445

[3034] Leu Ala Lys Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu
[3035] 450 455 460

[3036] His Gln Ser Ser Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly
[3037] 465 470 475 480
[3038] Cys Leu Trp Glu Asp Asp

[3039] 485

[3040] <210> 79

[3041] <211> 485

[3042]  <212> PRT

[3043]  <213> A TJ¥4

[3044]  <220>

[3045]  <223> Ak

[3046]  <400> 79

[3047] Met Ser Asp Gln Glu Ala Lys Pro Ser Thr Glu Asp Leu Gly Asp Lys
[3048] 1 5 10 15
[3049] Lys Glu Gly Glu Tyr Ile Lys Leu Lys Val Ile Gly Gln Asp Ser Ser
[3050] 20 25 30

[3051] Glu Ile His Phe Lys Val Lys Met Thr Thr His Leu Lys Lys Leu Lys
[3052] 35 40 45

[3053] Glu Ser Tyr Cys Gln Arg Gln Gly Val Pro Met Asn Ser Leu Arg Phe
[3054] 50 55 60

[3055] Leu Phe Glu Gly Gln Arg Ile Ala Asp Asn His Thr Pro Lys Glu Leu
[3056] 65 70 75 80
[3057] Gly Met Glu Glu Glu Asp Val Ile Glu Val Tyr Gln Glu Gln Thr Gly
[3058] 85 90 95
[3059] Gly His Met Ala Arg Ala Ser Gly Ser Glu Arg His Leu Leu Leu Ile
[3060] 100 105 110

[3061] Tyr Thr Gly Gly Thr Leu Gly Met Gln Ser Lys Gly Gly Val Leu Val
[3062] 115 120 125

[3063] Pro Gly Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His
[3064] 130 135 140
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[3065] Asp Lys Glu Phe Ala Gln Ala Gln Gly Leu Pro Asp His Ala Leu Ala
[3066] 145 150 155 160
[3067] Leu Pro Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu
[3068] 165 170 175
[3069] Cys Gln Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Asp Asp Trp Ile
[3070] 180 185 190

[3071] Arg Ile Ala Lys Ile Ile Glu Arg His Tyr Glu Gln Tyr Gln Gly Phe
[3072] 195 200 205

[3073] Val Val Ile His Gly Thr Asp Thr Met Ala Ser Gly Ala Ser Met Leu
[3074] 210 215 220

[3075] Ser Phe Met Leu Glu Asn Leu His Lys Pro Val Ile Leu Thr Gly Ala
[3076] 225 230 235 240
[3077]  Gln Val Pro Ile Arg Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu
[3078] 245 250 255
[3079] Gly Ala Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu
[3080] 260 265 270

[3081] Phe Met Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp
[3082] 275 280 285

[3083] Ser Gln Lys Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala
[3084] 290 295 300

[3085] Thr Val Gly Ala Asp Val Thr Ile Ala Trp Asp Leu Val Arg Lys Val
[3086] 305 310 315 320
[3087] Lys Trp Lys Asp Pro Leu Val Val His Ser Asn Met Glu His Asp Val
[3088] 325 330 335
[3089] Ala Leu Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ser Leu Val Arg Ala
[3090] 340 345 350

[3091] Phe Leu Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser
[3092] 355 360 365

[3093] Gly Asn Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala
[3094] 370 375 380

[3095] Ala Gln Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Arg Gly
[3096] 385 390 395 400
[3097] Ser Val Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val
[3098] 405 410 415
[3099] Ser Gly Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr
[3100] 420 425 430

[3101]  Val Leu Gly Leu Pro Glu Leu Ser Leu Glu Arg Arg Gln Glu Leu Leu
[3102] 435 440 445

[3103] Ala Lys Asp Leu Arg Gly Glu Met Thr Leu Pro Thr Ala Asp Leu His
[3104] 450 455 460

[3105] Gln Ser Ser Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly Cys
[3106] 465 470 475 480
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[3107] Leu Trp Glu Asp Asp

[3108] 485

[3109]  <210> 80

[3110] <211> 167

[3111]  <212> PRT

[3112]  <213> A TFE4

[3113]  <220>

[3114]  <223> HRLZNK

[3115]  <400> 80

[3116] Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg
[31171 1 5 10 15
[3118] Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala
[3119] 20 25 30

[3120] Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser
[3121] 35 40 45

[3122] Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu
[3123] 50 55 60

[3124] Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu
[3125] 65 70 75 80
[3126] Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile
[3127] 85 90 95
[3128] Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala
[3129] 100 105 110

[3130] Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile
[3131] 115 120 125

[3132] Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val
[3133] 130 135 140

[3134] Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe
[3135] 145 150 155 160
[3136] Phe Gly Ala Phe Leu Val Gly

[3137] 165

[3138] <210> 81

[3139] <211> 16

[3140] <212> PRT

[3141]  <213> A T4

[3142]  <220>

[3143]  <223> HJIK

[3144]  <220>

[3145]  <221> MISC FEATURE

[3146]  <222> (5).. (16)

[3147]  <223> FRILPIUAFAERAFAE

[3148]  <400> 81
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[3149]
[3150]
[3151]
[3152]
[3153]
[3154]
[3155]
[3156]
[3157]
[3158]
[3159]
[3160]
[3161]
[3162]
[3163]
[3164]
[3165]
[3166]
[3167]
[3168]
[3169]
[3170]
[3171]
[3172]
[3173]
[3174]
[3175]
[3176]
[3177]
[3178]
[3179]
[3180]
[3181]
[3182]
[3183]
[3184]
[3185]
[3186]
[3187]
[3188]
[3189]
[3190]

Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser
1 5 10 15
<210> 82
211> 24
<212> PRT
213> AN T4
220>
<223> HK
220>
<221> MISC_FEATURE
<222> (10) .. (24)
223> FREER DA A BlAFAE
<400> 82
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
1 5 10 15
Gly Gly Ser Gly Gly Gly Gly Ser
20
<210> 83
211> 24
<212> PRT
213> AT 751
220>
<223> HK
<400> 83
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
1 5 10 15
Gly Gly Ser Gly Gly Gly Gly Ser
20
<210> 84
211> 19
<212> PRT
213> ANTJ751
220>
<223> HK
<400> 84
Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly
1 5 10 15
Ser Gly Ser
<210> 85
211> 27
<212> PRT

213> N4
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[3191]
[3192]
[3193]
[3194]
[3195]
[3196]
[3197]
[3198]
[3199]
[3200]
[3201]
[3202]
[3203]
[3204]
[3205]
[3206]
[3207]
[3208]
[3209]
[3210]
[3211]
[3212]
[3213]
[3214]
[3215]
[3216]
[3217]
[3218]
[3219]
[3220]
[3221]
[3222]
[3223]
[3224]
[3225]
[3226]
[3227]
[3228]
[3229]
[3230]
[3231]
[3232]

220>

<223> HRIK

<400> 85
Gly Tyr Ile Pro Glu Ala Pro Arg Asp Gly GIn Ala Tyr Val Arg Lys

1

5

10

Asp Gly Glu Trp Val Leu Leu Ser Thr Phe Leu

<210> 86
<211> 36

212>
<213>

220>

223>

<400> 86
Met Ala Arg Ala

1
Gly

Pro

Glu

Pro

65

Pro

Ala

Ile

Met

Pro

145

Leu

Asn

Arg

Gly

Gly

Gly

Phe

50

Ala

Leu

Lys

His

Leu

130

Ile

Leu

Ser

Phe

Ala
210

9

PRT
NLF)

Thr
Leu
35

Ala
Ser
Leu
Ile
Gly
115
Glu
His
Val
Gln
Glu

195
Asp

20

EIEZIN

Leu
20

Val
Arg
His
Asp
Ile
100
Thr
Asn
Val
Ala
Leu
180

Ala

Val

Ser

Gly

Thr

Lys

Gly

Ser

85

Lys

Asp

Leu

Leu

Gly

165

Phe

Phe

Thr

Gly

Met

Leu

Lys

Pro

70

Ser

Arg

Thr

Gln

Trp

150

Gln

Arg

Ala

Ile

Lys

Arg

Leu

Gly

55

Arg

Asp

His

Met

Lys

135

Asn

Tyr

Gly

Ser

Ala
215

Glu

Ser

Arg

40

Leu

Val

Met

Tyr

Ala

120

Pro

Asp

Ile

Asn

Pro

200
Trp

25

Arg
Glu
25

Thr
Lys
Leu
Thr
Glu
105
Phe
Val
Ala
Ile
Arg
185

Asn

Glu

110

Arg
10

Gly
Leu
Lys
Tyr
Ile
90

Lys
Ala
Ile
Arg
Pro
170
Val

Leu

Leu

Leu

Gly

Pro

Asp

Thr

75
Ala

Ala

Leu

Glu

155

Glu

Thr

Ser

Val

Leu

Val

Met

Thr

60

Val

Glu

His

Ser

Thr

140

Asn

Val

Lys

Pro

Arg
220

Leu

Leu

Phe

45

Leu

Leu

Trp

Gly

Met

125

Gly

Leu

Cys

Val

Leu

205
Lys

Ile
Val
30

His
Val
Glu
Ile
Phe
110
Leu
Ala
Leu
Leu
Asp
190

Ala

Val

15

Tyr
15

Pro
Asp
Leu
Cys
Arg
95

Val
Ser
Gln
Gly
Phe
175
Ser

Thr

Lys

Thr

Gly

Glu

Pro

Gln

80

Ile

Val

Phe

Val

Ala

160

Met

Gln

Val

Trp
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[3233] Lys Asp Pro Leu Val Val His Ser Lys Met Glu Gln Asp Val Ala Leu
[3234] 225 230 235 240
[3235] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Lys Leu Val Arg Ala Phe Leu
[3236] 245 250 255
[3237] Lys Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[3238] 260 265 270

[3239] Gly Pro Ser Lys Pro Asp Leu Leu Lys Glu Leu Arg Ala Ala Ala Glu
[3240] 275 280 285

[3241] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[3242] 290 295 300

[3243] Thr Pro Gly Tyr Ala Thr Lys Leu Ala Gly Ala Asn Ile Val Ser Gly
[3244] 305 310 315 320
[3245] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[3246] 325 330 335
[3247] Gly Leu Pro Lys Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[3248] 340 345 350

[3249] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[3250] 355 360 365

[3251] Ser

[3252] <210> 87

[3253] <211> 503

[3254]  <212> PRT

[3255]  <213> AT ¢4

[3256] <220>

[3257]  <223> & RZAK

[3258]  <400> 87

[3259] Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg
[3260] 1 5 10 15
[3261] Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala
[3262] 20 25 30

[3263] Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser
[3264] 35 40 45

[3265] Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu
[3266] 50 55 60

[3267] Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu
[3268] 65 70 75 80
[3269] Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile
[3270] 85 90 95
[3271] Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala
[3272] 100 105 110

[3273] Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile
[3274] 115 120 125
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[3275] Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val
[3276] 130 135 140

[3277] Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe
[3278] 145 150 155 160
[3279] Phe Gly Ala Phe Leu Val Gly Gly Arg Glu Arg Gly Pro Gln Arg Val
[3280] 165 170 175
[3281] Ala Ala His Ile Thr Gly Thr Arg Gly Arg Ser Asn Thr Leu Ser Ser
[3282] 180 185 190

[3283] Pro Asn Ser Lys Asn Glu Lys Ala Leu Gly Arg Lys Ile Asn Ser Trp
[3284] 195 200 205

[3285] Glu Ser Ser Arg Ser Gly His Ser Phe Leu Ser Asn Leu His Leu Arg
[3286] 210 215 220

[3287] Asn Gly Glu Leu Val Ile His Glu Lys Gly Phe Tyr Tyr Ile Tyr Ser
[3288] 225 230 235 240
[3289] Gln Thr Tyr Phe Arg Phe Gln Glu Glu Ile Lys Glu Asn Thr Lys Asn
[3290] 245 250 255
[3291] Asp Lys Gln Met Val Gln Tyr Ile Tyr Lys Tyr Thr Ser Tyr Pro Asp
[3292] 260 265 270

[3293] Pro Ile Leu Leu Met Lys Ser Ala Arg Asn Ser Cys Trp Ser Lys Asp
[3294] 275 280 285

[3295] Ala Glu Tyr Gly Leu Tyr Ser Ile Tyr Gln Gly Gly Ile Phe Glu Leu
[3296] 290 295 300

[3297] Lys Glu Asn Asp Arg Ile Phe Val Ser Val Thr Asn Glu His Leu Ile
[3298] 305 310 315 320
[3299] Asp Met Asp His Glu Ala Ser Phe Phe Gly Ala Phe Leu Val Gly Ser
[3300] 325 330 335
[3301] Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg
[3302] 340 345 350

[3303] Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala
[3304] 355 360 365

[3305] Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser
[3306] 370 375 380

[3307] Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu
[3308] 385 390 395 400
[3309] Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu
[3310] 405 410 415
[3311] Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile
[3312] 420 425 430

[3313] Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala
[3314] 435 440 445

[3315] Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile
[3316] 450 455 460
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[3317]
[3318]
[3319]
[3320]
[3321]
[3322]
[3323]
[3324]
[3325]
[3326]
[3327]
[3328]
[3329]
[3330]
[3331]
[3332]
[3333]
[3334]
[3335]
[3336]
[3337]
[3338]
[3339]
[3340]
[3341]
[3342]
[3343]
[3344]
[3345]
[3346]
[3347]
[3348]
[3349]
[3350]
[3351]
[3352]
[3353]
[3354]
[3355]
[3356]
[3357]
[3358]

Tyr Gln Gly Gly

465

Ser Val Thr Asn

Phe Gly Ala Phe

<210>
211>
212>
213>

<220>

223>
<400>

88
503
PRT

NLFH1

500

EIEJIN
88

Arg Glu Arg Gly

1
Gly

Leu

Phe

Lys

65

Glu

Tyr

Arg

Tyr

Ser

145

Phe

Ala

Pro

Glu

Asn

Arg

Gly

Leu

50

Gly

Ile

Lys

Asn

Gln

130

Val

Gly

Ala

Asn

Ser

210
Gly

Ser
Arg
35

Ser
Phe
Lys
Tyr
Ser
115
Gly
Thr
Ala
His
Ser
195

Ser

Glu

Asn
20

Lys
Asn
Tyr
Glu
Thr
100
Cys
Gly
Asn
Phe
Ile
180
Lys

Arg

Leu

Ile
Glu

485

Leu

Pro

Thr

Ile

Leu

Tyr

Asn

85

Ser

Trp

Ile

Glu

Leu

165

Thr

Asn

Ser

Val

Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val

470
His

Val

Gln

Leu

Asn

His

Ile

70

Thr

Tyr

Ser

Phe

His

150

Val

Gly

Glu

Gly

Ile

475

480

Leu Ile Asp Met Asp His Glu Ala Ser Phe

Gly

Arg

Ser

Ser

Leu

55

Tyr

Lys

Pro

Lys

Glu

135

Leu

Gly

Thr

Lys

His

215
His

Val
Ser
Trp
40

Arg
Ser
Asn
Asp
Asp
120
Leu
Ile
Ser
Arg
Ala
200

Ser

Glu

490

Ala Ala
10

Pro Asn

25

Glu Ser

Asn Gly

Gln Thr

Asp Lys
90

Pro Ile

105

Ala Glu

Lys Glu

Asp Met

Arg Glu
170

Gly Arg

185

Leu Gly

Phe Leu

Lys Gly

113

His

Ser

Ser

Glu

Tyr

75

Gln

Leu

Tyr

Asn

Asp

155

Arg

Ser

Arg

Ser

Phe

Ile

Lys

Arg

Leu

60

Phe

Met

Leu

Gly

Asp

140

His

Gly

Asn

Lys

Asn

220
Tyr

Thr
Asn
Ser
45

Val
Arg
Val
Met
Leu
125
Arg
Glu
Pro
Thr
Ile
205

Leu

Tyr

Gly
Glu
30

Gly
Ile
Phe
Gln
Lys
110
Tyr
Ile
Ala
Gln
Leu
190
Asn
His

Ile

495

Thr

15

Lys

His

His

Gln

Tyr

95

Ser

Ser

Phe

Ser

Arg

175

Ser

Ser

Leu

Tyr

Ala

Ser

Glu

Glu

80

Ile

Ala

Ile

Val

Phe

160

Val

Ser

Trp

Ser
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[3359] 225 230 235 240
[3360] Gln Thr Tyr Phe Arg Phe Gln Glu Glu Ile Lys Glu Asn Thr Lys Asn
[3361] 245 250 255
[3362] Asp Lys Gln Met Val Gln Tyr Ile Tyr Lys Tyr Thr Ser Tyr Pro Asp
[3363] 260 265 270

[3364] Pro Ile Leu Leu Met Lys Ser Ala Arg Asn Ser Cys Trp Ser Lys Asp
[3365] 275 280 285

[3366] Ala Glu Tyr Gly Leu Tyr Ser Ile Tyr Gln Gly Gly Ile Phe Glu Leu
[3367] 290 295 300

[3368] Lys Glu Asn Asp Arg Ile Phe Val Ser Val Thr Asn Glu His Leu Ile
[3369] 305 310 315 320
[3370] Asp Met Asp His Glu Ala Ser Phe Phe Gly Ala Phe Leu Val Gly Ser
[3371] 325 330 335
[3372] Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg
[3373] 340 345 350

[3374] Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala
[3375] 355 360 365

[3376] Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser
[3377] 370 375 380

[3378] Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu
[3379] 385 390 395 400
[3380] Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu
[3381] 405 410 415
[3382] Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile
[3383] 420 425 430

[3384] Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala
[3385] 435 440 445

[3386] Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile
[3387] 450 455 460

[3388] Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val
[3389] 465 470 475 480
[3390] Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe
[3391] 485 490 495
[3392] Phe Gly Ala Phe Leu Val Gly

[3393] 500

[3394]  <210> 89

[3395] <211> 874

[3396]  <212> PRT

[3397]  <213> A TJ¥4

[3398]  <220>

[3399]  <223> HRLZNK

[3400]  <400> 89
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[3401] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[3402] 1 5 10 15
[3403] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[3404] 20 25 30

[3405] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[3406] 35 40 45

[3407]  Glu Phe Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[3408] 50 55 60

[3409] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[3410] 65 70 75 80
[3411]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[3412] 85 90 95
[3413] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[3414] 100 105 110

[3415] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[3416] 115 120 125

[3417] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[3418] 130 135 140

[3419] Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[3420] 145 150 155 160
[3421] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[3422] 165 170 175
[3423] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[3424] 180 185 190

[3425] Arg Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[3426] 195 200 205

[3427] Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Lys Trp
[3428] 210 215 220

[3429] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[3430] 225 230 235 240
[3431] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[3432] 245 250 255
[3433] Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[3434] 260 265 270

[3435] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[3436] 275 280 285

[3437] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[3438] 290 295 300

[3439] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[3440] 305 310 315 320
[3441] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[3442] 325 330 335
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[3443] Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys
[3444] 340 345 350

[3445] Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg Arg Pro
[3446] 355 360 365

[3447] Ser Thr Ser Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr
[3448] 370 375 380

[3449] Gly Thr Arg Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn
[3450] 385 390 395 400
[3451] Glu Lys Ala Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser
[3452] 405 410 415
[3453] Gly His Ser Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val
[3454] 420 425 430

[3455] Ile His Glu Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg
[3456] 435 440 445

[3457] Phe Gln Glu Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val
[3458] 450 455 460

[3459] Gln Tyr Ile Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met
[3460] 465 470 475 480
[3461] Lys Ser Ala Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu
[3462] 485 490 495
[3463] Tyr Ser Ile Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg
[3464] 500 505 510

[3465] Ile Phe Val Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu
[3466] 515 520 525

[3467] Ala Ser Phe Phe Gly Ala Phe Leu Val Gly Gly Arg Glu Arg Gly Pro
[3468] 530 535 540

[3469] Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg Gly Arg Ser Asn Thr
[3470] 545 550 555 560
[3471] Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala Leu Gly Arg Lys Ile
[3472] 565 570 575
[3473] Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser Phe Leu Ser Asn Leu
[3474] 580 585 590

[3475] His Leu Arg Asn Gly Glu Leu Val Ile His Glu Lys Gly Phe Tyr Tyr
[3476] 595 600 605

[3477] Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu Glu Ile Lys Glu Asn
[3478] 610 615 620

[3479] Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile Tyr Lys Tyr Thr Ser
[3480] 625 630 635 640
[3481] Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala Arg Asn Ser Cys Trp
[3482] 645 650 655
[3483] Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile Tyr Gln Gly Gly Ile
[3484] 660 665 670

116



CN 111050784 B F 5 = 84/95 I
[3485] Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val Ser Val Thr Asn Glu
[3486] 675 680 685

[3487] His Leu Ile Asp Met Asp His Glu Ala Ser Phe Phe Gly Ala Phe Leu
[3488] 690 695 700

[3489] Val Gly Ser Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr
[3490] 705 710 715 720
[3491] Gly Thr Arg Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn
[3492] 725 730 735
[3493] Glu Lys Ala Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser
[3494] 740 745 750

[3495] Gly His Ser Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val
[3496] 755 760 765

[3497] Ile His Glu Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg
[3498] 770 775 780

[3499]  Phe Gln Glu Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val
[3500] 785 790 795 800
[3501] Gln Tyr Ile Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met
[3502] 805 810 815
[3503] Lys Ser Ala Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu
[3504] 820 825 830

[3505] Tyr Ser Ile Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg
[3506] 835 840 845

[3507] Ile Phe Val Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu
[3508] 850 855 860

[3509] Ala Ser Phe Phe Gly Ala Phe Leu Val Gly

[3510] 865 870

[3511]  <210> 90

[3512]  <211> 883

[3513]  <212> PRT

[3514] <213> ATJ¥4

[3515]  <220>

[3516]  <223> &2k

[3517]  <400> 90

[3518] Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr Gly Gly Thr Leu Gly Met
[3519] 1 5 10 15
[3520] Arg Ser Glu Gly Gly Val Leu Val Pro Gly Pro Gly Leu Val Thr Leu
[3521] 20 25 30

[3522] Leu Arg Thr Leu Pro Met Phe His Asp Glu Glu Phe Ala Arg Ala Arg
[3523] 35 40 45

[3524] Gly Leu Ser Glu Asp Thr Leu Val Leu Pro Pro Ala Ser His Gly Pro
[3525] 50 55 60

[3526] Arg Val Leu Tyr Thr Val Leu Glu Cys Gln Pro Leu Leu Asp Ser Ser
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[3527] 65 70 75 80
[3528] Asp Met Thr Ile Ala Glu Trp Ile Arg Ile Ala Gln Ile Ile Lys Arg
[3529] 85 90 95
[3530] His Tyr Glu Gln Tyr His Gly Phe Val Val Ile His Gly Thr Asp Thr
[3531] 100 105 110

[3532] Met Ala Phe Ala Ala Ser Met Leu Ser Phe Met Leu Glu Asn Leu Gln
[3533] 115 120 125

[3534] Lys Pro Val Ile Leu Thr Gly Ala Gln Val Pro Ile His Val Leu Trp
[3535] 130 135 140

[3536] Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala Leu Leu Val Ala Gly Gln
[3537] 145 150 155 160
[3538] Tyr Ile Ile Pro Glu Val Cys Leu Phe Met Asn Ser Gln Leu Phe Arg
[3539] 165 170 175
[3540] Gly Asn Arg Val Thr Lys Val Asp Ser Gln Arg Phe Glu Ala Phe Ala
[3541] 180 185 190

[3542] Ser Pro Asn Leu Ser Pro Leu Ala Thr Val Gly Ala Asp Val Thr Ile
[3543] 195 200 205

[3544] Ala Trp Glu Leu Val Arg Lys Val Lys Trp Lys Asp Pro Leu Val Val
[3545] 210 215 220

[3546] His Ser Ser Met Glu Gln Asp Val Ala Leu Leu Arg Leu Tyr Pro Gly
[3547] 225 230 235 240
[3548] Ile Pro Ala Ala Leu Val Arg Ala Phe Leu Gln Pro Pro Leu Lys Gly
[3549] 245 250 255
[3550] Val Val Leu Glu Thr Phe Gly Ser Gly Asn Gly Pro Ser Lys Pro Asp
[3551] 260 265 270

[3552] Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu Arg Gly Leu Ile Met Val
[3553] 275 280 285

[3554] Asn Cys Ser Gln Cys Leu Gln Gly Ser Val Thr Pro Gly Tyr Ala Thr
[3555] 290 295 300

[3556] Ser Leu Ala Gly Ala Asn Ile Val Ser Gly Leu Asp Met Thr Ser Glu
[3557] 305 310 315 320
[3558] Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu Gly Leu Pro Glu Leu Ser
[3559] 325 330 335
[3560] Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys Asp Leu Arg Gly Glu Met
[3561] 340 345 350

[3562] Thr Pro Pro Ser Val Glu Glu Arg Arg Pro Ser Leu Gln Gly Asn Thr
[3563] 355 360 365

[3564] Leu Gly Gly Gly Val Ser Trp Leu Leu Ser Thr Ser Arg Glu Arg Gly
[3565] 370 375 380

[3566] Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg Gly Arg Ser Asn
[3567] 385 390 395 400
[3568] Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala Leu Gly Arg Lys

118



CN 111050784 B F 5 = 86/95 I
[3569] 405 410 415
[3570] 1Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser Phe Leu Ser Asn
[3571] 420 425 430

[3572] Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu Lys Gly Phe Tyr
[3573] 435 440 445

[3574] Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu Glu Ile Lys Glu
[3575] 450 455 460

[3576] Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile Tyr Lys Tyr Thr
[3577]1 465 470 475 480
[3578] Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala Arg Asn Ser Cys
[3579] 485 490 495
[3580] Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile Tyr Gln Gly Gly
[3581] 500 505 510

[3582] 1Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val Ser Val Thr Asn
[3583] 515 520 525

[3584] Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe Phe Gly Ala Phe
[3585] 530 535 540

[3586] Leu Val Gly Ser Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile
[3587] 545 550 555 560
[3588] Thr Gly Thr Arg Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys
[3589] 565 570 575
[3590] Asn Glu Lys Ala Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg
[3591] 580 585 590

[3592] Ser Gly His Ser Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu
[3593] 595 600 605

[3594] Val Ile His Glu Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe
[3595] 610 615 620

[3596] Arg Phe Gln Glu Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met
[3597] 625 630 635 640
[3598] Val Gln Tyr Ile Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu
[3599] 645 650 655
[3600] Met Lys Ser Ala Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly
[3601] 660 665 670

[3602] Leu Tyr Ser Ile Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp
[3603] 675 680 685

[3604] Arg Ile Phe Val Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His
[3605] 690 695 700

[3606] Glu Ala Ser Phe Phe Gly Ala Phe Leu Val Gly Ser Arg Glu Arg Gly
[3607] 705 710 715 720
[3608] Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg Gly Arg Ser Asn
[3609] 725 730 735
[3610] Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala Leu Gly Arg Lys
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[3611] 740 745 750

[3612] 1Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser Phe Leu Ser Asn
[3613] 755 760 765

[3614] Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu Lys Gly Phe Tyr
[3615] 770 775 780

[3616] Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu Glu Ile Lys Glu
[3617]1 785 790 795 800
[3618] Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile Tyr Lys Tyr Thr
[3619] 805 810 815
[3620] Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala Arg Asn Ser Cys
[3621] 820 825 830

[3622] Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile Tyr Gln Gly Gly
[3623] 835 840 845

[3624] 1Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val Ser Val Thr Asn
[3625] 850 855 860

[3626] Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe Phe Gly Ala Phe
[3627] 865 870 875 880
[3628] Leu Val Gly

[3629] <210> 91

[3630] <211> 872

[3631]  <212> PRT

[3632]  <213> ALJ¥4

[3633]  <220>

[3634]  <223> S EIL

[3635]  <400> 91

[3636] Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg
[3637] 1 5 10 15
[3638] Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala
[3639] 20 25 30

[3640] Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser
[3641] 35 40 45

[3642] Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu
[3643] 50 55 60

[3644] Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu
[3645] 65 70 75 80
[3646] Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile
[3647] 85 90 95
[3648] Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala
[3649] 100 105 110

[3650] Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile
[3651] 115 120 125

[3652] Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val
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[3653] 130 135 140

[3654]  Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe
[3655] 145 150 155 160
[3656] Phe Gly Ala Phe Leu Val Gly Ser Arg Glu Arg Gly Pro Gln Arg Val
[3657] 165 170 175
[3658] Ala Ala His Ile Thr Gly Thr Arg Gly Arg Ser Asn Thr Leu Ser Ser
[3659] 180 185 190

[3660] Pro Asn Ser Lys Asn Glu Lys Ala Leu Gly Arg Lys Ile Asn Ser Trp
[3661] 195 200 205

[3662] Glu Ser Ser Arg Ser Gly His Ser Phe Leu Ser Asn Leu His Leu Arg
[3663] 210 215 220

[3664] Asn Gly Glu Leu Val Ile His Glu Lys Gly Phe Tyr Tyr Ile Tyr Ser
[3665] 225 230 235 240
[3666] Gln Thr Tyr Phe Arg Phe Gln Glu Glu Ile Lys Glu Asn Thr Lys Asn
[3667] 245 250 255
[3668] Asp Lys Gln Met Val Gln Tyr Ile Tyr Lys Tyr Thr Ser Tyr Pro Asp
[3669] 260 265 270

[3670] Pro Ile Leu Leu Met Lys Ser Ala Arg Asn Ser Cys Trp Ser Lys Asp
[3671] 275 280 285

[3672] Ala Glu Tyr Gly Leu Tyr Ser Ile Tyr Gln Gly Gly Ile Phe Glu Leu
[3673] 290 295 300

[3674] Lys Glu Asn Asp Arg Ile Phe Val Ser Val Thr Asn Glu His Leu Ile
[3675] 305 310 315 320
[3676] Asp Met Asp His Glu Ala Ser Phe Phe Gly Ala Phe Leu Val Gly Ser
[3677] 325 330 335
[3678] Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg
[3679] 340 345 350

[3680] Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala
[3681] 355 360 365

[3682] Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser
[3683] 370 375 380

[3684] Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu
[3685] 385 390 395 400
[3686] Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu
[3687] 405 410 415
[3688] Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile
[3689] 420 425 430

[3690] Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala
[3691] 435 440 445

[3692] Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile
[3693] 450 455 460

[3694] Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val
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[3695] 465 470 475 480
[3696] Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe
[3697] 485 490 495
[3698] Phe Gly Ala Phe Leu Val Gly Met Ala Arg Ala Ser Gly Ser Glu Arg
[3699] 500 505 510

[3700] Arg Leu Leu Leu Ile Tyr Thr Gly Gly Thr Leu Gly Met Arg Ser Glu
[3701] 515 520 525

[3702] Gly Gly Val Leu Val Pro Gly Pro Gly Leu Val Thr Leu Leu Arg Thr
[3703] 530 535 540

[3704] Leu Pro Met Phe His Asp Glu Glu Phe Ala Arg Ala Arg Gly Leu Ser
[3705] 545 550 555 560
[3706] Glu Asp Thr Leu Val Leu Pro Pro Ala Ser His Gly Pro Arg Val Leu
[3707] 565 570 575
[3708] Tyr Thr Val Leu Glu Cys Gln Pro Leu Leu Asp Ser Ser Asp Met Thr
[3709] 580 585 590

[3710] Ile Ala Glu Trp Ile Arg Ile Ala Gln Ile Ile Lys Arg His Tyr Glu
[3711] 595 600 605

[3712]  Gln Tyr His Gly Phe Val Val Ile His Gly Thr Asp Thr Met Ala Phe
[3713] 610 615 620

[3714] Ala Ala Ser Met Leu Ser Phe Met Leu Glu Asn Leu Gln Lys Pro Val
[3715] 625 630 635 640
[3716] Ile Leu Thr Gly Ala Gln Val Pro Ile His Val Leu Trp Asn Asp Ala
[3717] 645 650 655
[3718] Arg Glu Asn Leu Leu Gly Ala Leu Leu Val Ala Gly Gln Tyr Ile Ile
[3719] 660 665 670

[3720] Pro Glu Val Cys Leu Phe Met Asn Ser Gln Leu Phe Arg Gly Asn Arg
[3721] 675 680 685

[3722] Val Thr Lys Val Asp Ser Gln Arg Phe Glu Ala Phe Ala Ser Pro Asn
[3723] 690 695 700

[3724] Leu Ser Pro Leu Ala Thr Val Gly Ala Asp Val Thr Ile Ala Trp Glu
[3725] 1705 710 715 720
[3726] Leu Val Arg Lys Val Lys Trp Lys Asp Pro Leu Val Val His Ser Ser
[3727] 725 730 735
[3728] Met Glu Gln Asp Val Ala Leu Leu Arg Leu Tyr Pro Gly Ile Pro Ala
[3729] 740 745 750

[3730] Ala Leu Val Arg Ala Phe Leu Gln Pro Pro Leu Lys Gly Val Val Leu
[3731] 755 760 765

[3732]  Glu Thr Phe Gly Ser Gly Asn Gly Pro Ser Lys Pro Asp Leu Leu Gln
[3733] 770 775 780

[3734]  Glu Leu Arg Ala Ala Ala Glu Arg Gly Leu Ile Met Val Asn Cys Ser
[3735] 785 790 795 800
[3736] Gln Cys Leu Gln Gly Ser Val Thr Pro Gly Tyr Ala Thr Ser Leu Ala

122



CN 111050784 B F 5 = 90/95 I
[3737] 805 810 815
[3738] Gly Ala Asn Ile Val Ser Gly Leu Asp Met Thr Ser Glu Ala Ala Leu
[3739] 820 825 830

[3740] Ala Lys Leu Ser Tyr Val Leu Gly Leu Pro Glu Leu Ser Leu Asp Arg
[3741] 835 840 845

[3742] Arg Gln Glu Leu Leu Ala Lys Asp Leu Arg Gly Glu Met Thr Pro Pro
[3743] 850 855 860

[3744] Ser Val Glu Glu Arg Arg Pro Ser

[3745] 865 870

[3746] <210> 92

[3747] <211> 891

[3748] <212> PRT

[3749]  <213> A L4l

[3750]  <220>

[37511  <223> HRiZ K

[3752]  <400> 92

[3753] Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg
[3754] 1 5 10 15
[3755] Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala
[3756] 20 25 30

[3757] Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser
[3758] 35 40 45

[3759] Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu
[3760] 50 55 60

[3761] Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu
[3762] 65 70 75 80
[3763] Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile
[3764] 85 90 95
[3765] Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala
[3766] 100 105 110

[3767] Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile
[3768] 115 120 125

[3769] Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val
[3770] 130 135 140

[3771]  Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe
[3772] 145 150 155 160
[3773]  Phe Gly Ala Phe Leu Val Gly Ser Arg Glu Arg Gly Pro Gln Arg Val
[3774] 165 170 175
[3775] Ala Ala His Ile Thr Gly Thr Arg Gly Arg Ser Asn Thr Leu Ser Ser
[3776] 180 185 190

[3777]  Pro Asn Ser Lys Asn Glu Lys Ala Leu Gly Arg Lys Ile Asn Ser Trp
[3778] 195 200 205
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[3779]  Glu Ser Ser Arg Ser Gly His Ser Phe Leu Ser Asn Leu His Leu Arg
[3780] 210 215 220

[3781] Asn Gly Glu Leu Val Ile His Glu Lys Gly Phe Tyr Tyr Ile Tyr Ser
[3782] 225 230 235 240
[3783]  Gln Thr Tyr Phe Arg Phe Gln Glu Glu Ile Lys Glu Asn Thr Lys Asn
[3784] 245 250 255
[3785] Asp Lys Gln Met Val Gln Tyr Ile Tyr Lys Tyr Thr Ser Tyr Pro Asp
[3786] 260 265 270

[3787] Pro Ile Leu Leu Met Lys Ser Ala Arg Asn Ser Cys Trp Ser Lys Asp
[3788] 275 280 285

[3789] Ala Glu Tyr Gly Leu Tyr Ser Ile Tyr Gln Gly Gly Ile Phe Glu Leu
[3790] 290 295 300

[3791] Lys Glu Asn Asp Arg Ile Phe Val Ser Val Thr Asn Glu His Leu Ile
[3792] 305 310 315 320
[3793] Asp Met Asp His Glu Ala Ser Phe Phe Gly Ala Phe Leu Val Gly Ser
[3794] 325 330 335
[3795] Arg Glu Arg Gly Pro Gln Arg Val Ala Ala His Ile Thr Gly Thr Arg
[3796] 340 345 350

[3797] Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu Lys Ala
[3798] 355 360 365

[3799] Leu Gly Arg Lys Ile Asn Ser Trp Glu Ser Ser Arg Ser Gly His Ser
[3800] 370 375 380

[3801] Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val Ile His Glu
[3802] 385 390 395 400
[3803] Lys Gly Phe Tyr Tyr Ile Tyr Ser Gln Thr Tyr Phe Arg Phe Gln Glu
[3804] 405 410 415
[3805] Glu Ile Lys Glu Asn Thr Lys Asn Asp Lys Gln Met Val Gln Tyr Ile
[3806] 420 425 430

[3807] Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro Ile Leu Leu Met Lys Ser Ala
[3808] 435 440 445

[3809] Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr Ser Ile
[3810] 450 455 460

[3811] Tyr Gln Gly Gly Ile Phe Glu Leu Lys Glu Asn Asp Arg Ile Phe Val
[3812] 465 470 475 480
[3813] Ser Val Thr Asn Glu His Leu Ile Asp Met Asp His Glu Ala Ser Phe
[3814] 485 490 495
[3815] Phe Gly Ala Phe Leu Val Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser
[3816] 500 505 510

[3817] Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Met Ala Arg Ala Ser Gly
[3818] 515 520 525

[3819] Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr Gly Gly Thr Leu Gly Met
[3820] 530 535 540
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[3821] Arg Ser Glu Gly Gly Val Leu Val Pro Gly Pro Gly Leu Val Thr Leu
[3822] 545 550 555 560
[3823] Leu Arg Thr Leu Pro Met Phe His Asp Glu Glu Phe Ala Arg Ala Arg
[3824] 565 570 575
[3825] Gly Leu Ser Glu Asp Thr Leu Val Leu Pro Pro Ala Ser His Gly Pro
[3826] 580 585 590

[3827] Arg Val Leu Tyr Thr Val Leu Glu Cys Gln Pro Leu Leu Asp Ser Ser
[3828] 595 600 605

[3829] Asp Met Thr Ile Ala Glu Trp Ile Arg Ile Ala Gln Ile Ile Lys Arg
[3830] 610 615 620

[3831] His Tyr Glu Gln Tyr His Gly Phe Val Val Ile His Gly Thr Asp Thr
[3832] 625 630 635 640
[3833] Met Ala Phe Ala Ala Ser Met Leu Ser Phe Met Leu Glu Asn Leu Gln
[3834] 645 650 655
[3835] Lys Pro Val Ile Leu Thr Gly Ala Gln Val Pro Ile His Val Leu Trp
[3836] 660 665 670

[3837] Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala Leu Leu Val Ala Gly Gln
[3838] 675 680 685

[3839] Tyr Ile Ile Pro Glu Val Cys Leu Phe Met Asn Ser Gln Leu Phe Arg
[3840] 690 695 700

[3841] Gly Asn Arg Val Thr Lys Val Asp Ser Gln Arg Phe Glu Ala Phe Ala
[3842] 705 710 715 720
[3843] Ser Pro Asn Leu Ser Pro Leu Ala Thr Val Gly Ala Asp Val Thr Ile
[3844] 725 730 735
[3845] Ala Trp Glu Leu Val Arg Lys Val Lys Trp Lys Asp Pro Leu Val Val
[3846] 740 745 750

[3847] His Ser Ser Met Glu Gln Asp Val Ala Leu Leu Arg Leu Tyr Pro Gly
[3848] 755 760 765

[3849] Ile Pro Ala Ala Leu Val Arg Ala Phe Leu Gln Pro Pro Leu Lys Gly
[3850] 770 775 780

[3851] Val Val Leu Glu Thr Phe Gly Ser Gly Asn Gly Pro Ser Lys Pro Asp
[3852] 785 790 795 800
[3853] Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu Arg Gly Leu Ile Met Val
[3854] 805 810 815
[3855] Asn Cys Ser Gln Cys Leu Gln Gly Ser Val Thr Pro Gly Tyr Ala Thr
[3856] 820 825 830

[3857] Ser Leu Ala Gly Ala Asn Ile Val Ser Gly Leu Asp Met Thr Ser Glu
[3858] 835 840 845

[3859] Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu Gly Leu Pro Glu Leu Ser
[3860] 850 855 860

[3861] Leu Asp Arg Arg Gln Glu Leu Leu Ala Lys Asp Leu Arg Gly Glu Met
[3862] 865 870 875 880
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[3863]
[3864]
[3865]
[3866]
[3867]
[3868]
[3869]
[3870]
[3871]
[3872]
[3873]
[3874]
[3875]
[3876]
[3877]
[3878]
[3879]
[3880]
[3881]
[3882]
[3883]
[3884]
[3885]
[3886]
[3887]
[3888]
[3889]
[3890]
[3891]
[3892]
[3893]
[3894]
[3895]
[3896]
[3897]
[3898]
[3899]
[3900]
[3901]
[3902]
[3903]
[3904]

Thr Pro Pro Ser Val Glu Glu Arg Arg Pro Ser

<210> 93
<211> 38

212>
<213>

<220>

223>

<400> 93
Met Ala Arg Ala

1
Gly

Pro
Glu
Pro
65

Pro
Ala
Ile
Met
Pro
145
Leu
Asn
Arg
Gly
Lys
225

Glu

Ala

Gly

Gly

Phe

50

Ala

Leu

Gln

His

Leu

130

Ile

Leu

Ser

Phe

Ala

210
Arg

Leu

7

PRT
N7

Thr
Leu
35

Ala
Ser
Leu
Ile
Gly
115
Glu
His
Val
Gln
Glu
195
Asp
Leu

Asp

Leu

I EZIN

Leu
20

Val
Arg
His
Asp
Ile
100
Thr
Asn
Val
Ala
Leu
180
Ala
Val
Ile

Asp

Arg

885

Ser

Gly

Thr

Ala

Gly

Ser

85

Lys

Asp

Leu

Leu

Gly

165

Phe

Phe

Thr

Glu

Pro

245

Leu

Gly

Met

Leu

Arg

Pro

70

Ser

Arg

Thr

Gln

Trp

150

Gln

Arg

Ala

Ile

Asp

230

Leu

Tyr

Ser

Arg

Leu

Gly

55

Arg

Asp

His

Met

Lys

135

Asn

Tyr

Gly

Ser

Ala

215

Ile

Val

Pro

Glu
Ser
Arg
40

Leu
Val
Met
Tyr
Ala
120
Pro
Asp
Ile
Asn
Pro
200
Trp
Cys

Val

Gly

Arg

Glu

25

Thr

Ser

Leu

Thr

Glu

105

Phe

Val

Ala

Ile

Arg

185

Asn

Glu

Leu

His

Ile

126

890

Arg
10

Gly
Leu
Glu
Tyr
Ile
90

Gln
Ala
Ile
Arg
Pro
170
Val
Leu
Leu
Pro
Ser

250

Pro

Leu

Gly

Pro

Asp

Thr

75

Ala

Tyr

Ala

Leu

Glu

155

Glu

Thr

Ser

Val

Arg

235

Ser

Ala

Leu

Val

Met

Thr

60

Val

Glu

His

Ser

Thr

140

Asn

Val

Lys

Pro

Arg

220

Trp

Met

Ala

Leu
Leu
Phe
45

Leu

Leu

Gly
Met
125
Gly
Leu
Cys
Val
Leu
205
Lys
Gly

Glu

Leu

Ile

Val

30

His

Val

Glu

Ile

Phe

110

Leu

Ala

Leu

Leu

Asp

190

Ala

Val

Cys

Gln

Val

Tyr

15

Pro

Asp

Leu

Cys

Arg

95

Val

Ser

Gln

Gly

Phe

175

Ser

Thr

Lys

Leu

255
Arg

Thr

Gly

Glu

Pro

Gln

80

Ile

Val

Phe

Val

Ala

160

Met

Gln

Val

Trp

Trp

240

Val

Ala
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[3905] 260 265 270

[3906] Phe Leu Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser
[3907] 275 280 285

[3908] Gly Asn Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala
[3909] 290 295 300

[3910] Ala Glu Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly
[3911] 305 310 315 320
[3912] Ser Val Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val
[3913] 325 330 335
[3914] Ser Gly Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr
[3915] 340 345 350

[3916] Val Leu Gly Leu Pro Glu Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu
[3917] 355 360 365

[3918] Ala Lys Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg
[3919] 370 375 380

[3920] Arg Pro Ser

[3921] 385

[3922] <210> 94

[3923] <211> 387

[3924]  <212> PRT

[3925]  <213> A TJ¥4

[3926]  <220>

[3927]  <223> &k

[3928]  <400> 94

[3929] Met Ala Arg Ala Ser Gly Ser Glu Arg Arg Leu Leu Leu Ile Tyr Thr
[3930] 1 5 10 15
[3931] Gly Gly Thr Leu Gly Met Arg Ser Glu Gly Gly Val Leu Val Pro Gly
[3932] 20 25 30

[3933] Pro Gly Leu Val Thr Leu Leu Arg Thr Leu Pro Met Phe His Asp Glu
[3934] 35 40 45

[3935] Glu Phe Ala Arg Ala Arg Gly Leu Ser Glu Asp Thr Leu Val Leu Pro
[3936] 50 55 60

[3937] Pro Ala Ser His Gly Pro Arg Val Leu Tyr Thr Val Leu Glu Cys Gln
[3938] 65 70 75 80
[3939]  Pro Leu Leu Asp Ser Ser Asp Met Thr Ile Ala Glu Trp Ile Arg Ile
[3940] 85 90 95
[3941] Ala Gln Ile Ile Lys Arg His Tyr Glu Gln Tyr His Gly Phe Val Val
[3942] 100 105 110

[3943] Ile His Gly Thr Asp Thr Met Ala Phe Ala Ala Ser Met Leu Ser Phe
[3944] 115 120 125

[3945] Met Leu Glu Asn Leu Gln Lys Pro Val Ile Leu Thr Gly Ala Gln Val
[3946] 130 135 140
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[3947] Pro Ile His Val Leu Trp Asn Asp Ala Arg Glu Asn Leu Leu Gly Ala
[3948] 145 150 155 160
[3949] Leu Leu Val Ala Gly Gln Tyr Ile Ile Pro Glu Val Cys Leu Phe Met
[3950] 165 170 175
[3951] Asn Ser Gln Leu Phe Arg Gly Asn Arg Val Thr Lys Val Asp Ser Gln
[3952] 180 185 190

[3953] Arg Phe Glu Ala Phe Ala Ser Pro Asn Leu Ser Pro Leu Ala Thr Val
[3954] 195 200 205

[3955] Gly Ala Asp Val Thr Ile Ala Trp Glu Leu Val Arg Lys Val Lys Trp
[3956] 210 215 220

[3957] Lys Asp Pro Leu Val Val His Ser Ser Met Glu Gln Asp Val Ala Leu
[3958] 225 230 235 240
[3959] Leu Arg Leu Tyr Pro Gly Ile Pro Ala Ala Leu Val Arg Ala Phe Leu
[3960] 245 250 255
[3961]  Gln Pro Pro Leu Lys Gly Val Val Leu Glu Thr Phe Gly Ser Gly Asn
[3962] 260 265 270

[3963] Gly Pro Ser Lys Pro Asp Leu Leu Gln Glu Leu Arg Ala Ala Ala Glu
[3964] 275 280 285

[3965] Arg Gly Leu Ile Met Val Asn Cys Ser Gln Cys Leu Gln Gly Ser Val
[3966] 290 295 300

[3967] Thr Pro Gly Tyr Ala Thr Ser Leu Ala Gly Ala Asn Ile Val Ser Gly
[3968] 305 310 315 320
[3969] Leu Asp Met Thr Ser Glu Ala Ala Leu Ala Lys Leu Ser Tyr Val Leu
[3970] 325 330 335
[3971]  Gly Leu Pro Glu Arg Leu Ile Glu Asp Ile Cys Leu Pro Arg Trp Gly
[3972] 340 345 350

[3973] Cys Leu Trp Glu Asp Asp Leu Ser Leu Asp Arg Arg Gln Glu Leu Leu
[3974] 355 360 365

[3975] Ala Lys Asp Leu Arg Gly Glu Met Thr Pro Pro Ser Val Glu Glu Arg
[3976] 370 375 380

[3977] Arg Pro Ser

[3978] 385
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hASN

GpA
hy-c
gyv-he
63-he
64-he
65-hg
SA-he

hASN
GpA
hy-gc
g -

63-hg
64-h
65-h,
SA-h;

hASN

GpA
SN‘gc
63-hg
64-h,
65-hg
SA-h,

hASN

GpA
gw‘ﬁc
63-hg
64-he
65-he
SA-he

hASN
GpA
hn-gc
gn-he
63-he
64- hc
65-h¢
SA-hg

hASN

GpA
hy-gc
gn-he
63-hg
64-he
65-hg
SA-h¢

MARAVGPERRLLAVYTGGTIGMRSELGVLVPGTGLAAILRTLPMFHDEEH
MARASGSERHLLLIYTGGTLGMQSKGGVLVPGPGLVTLLRTLPMFHDKEF
MARAVGPERRLLAVYTGGT IGMRSELGVLVPGTGLAAI LRTLPMFHDEEH
MARASGSERHLLLIYTGGTLGMQSKGGVLVPGPGLVTLLRTLPMFHDKEF
MARASGSERALLLIYTGGTLGMQSKGGVLVPGPGLVTLLRTLPMFHDKEF
MARASGSERHLLLIYTGGTLGMOSKGGVLVPGPGLVTLLRTLPMFHDEEH
MARASGSERALLLIYTGGTLGMOSKGGVLVPGPGLVTLLRTLPMFHDEEH
MARASGSERHLLLIYTGGTLGMQSKGGVLVPGPGLVTLLRTLPMFHDEEH

*kk*k * *k Tk ok -***** ** * . ****** * % ::*********:*.

ARARGLSEDTLVLPPASRNQRILYTVLECQPLFDSSDMTIAEWVCLAQTI
AQAQGLPDHALALPPASHGPRVLYTVLECQPLLDSSDMTIDDWIRIAKII
ARARGLSEDTLVLPPASRNQRILYTVLECQPLFDSSDMTIAEWVCLAQTI
AQAQGLPDHALALPPASHGPRVLYTVLECQPLLDSSDMTIDDWIRIAKIT
ARARGLSEDTLVLPPASRNQRILYTVLECQPLLDSSDMTIDDWIRIAKII
ARARGLSEDTLVLPPASRNQRILYTVLECQPLLDSSDMTIDDWIRIAKII

ARARGLSEDTLVLPPASRNQRILYTVLECQPLFDSSDMTIAEWVCLAQTI
ARARGLSEDTLVLPPASRNQRILYTVLECQPLLDSSDMTIDDWIRIAKII

ko ok kk e ek kokkokk * oo hokokokokokokokok ok . ke ke kk ok ok ok *: sk ok

KRHYEQYHGFVVIHGTDTMAFAASMLSFMLENLQKTVILTGAQVPIHALW
ERHYEQYQGFVVIHGTDTMASGASMLSFMLENLHKPVILTGAQVPIRVLW
KRAYEQYHGFVVIHGTDTMAFAASMLSFMLENLQKTVILTGAQVPTHALW
ERHYEQYQGFVVIHGTDTMASGASMLSFMLENLHKPVILTGAQVPIRVLW
ERHYEQYQGFVVIHGTDTMAFAASMLSFMLENLHKPVILTGAQVPIRVLW
ERHYEQYQGFVVIHGTDTMAFAASMLSFMLENLHKPVILTGAQVPIHALW
KRHYEQYHGFVVIHGTDTMAFAASMLSFMLENLHKPVILTGAQVPIHALW
ERHYEQYHGFVVIHGTDTMAFAASMLSFMLENLOQKTVILTGAQVPIRVLW

T******:************ *********** * hhkhkkkkkkkk  hk

SDGRENLLGALLMAGQYVIPEVCLFFQNQLFRGNRATKVDARRFAAFCSP
NDARENLLGALLVAGQYIIPEVCLFMNSQLFRGNRVTKVDSQKFEAFCSP
SDGRENLLGALLMAGQYVIPEVCLFFQNQLFRGNRATKVDARRFAAFCSP
NDARENLLGALLVAGQYIIPEVCLFMNSQLFRGNRVTKVDSQKFEAFCSP
NDARENLLGALLVAGQYTIIPEVCLFMNSQLFRGNRVTKVDSQKFEAFCSP
SDGRENLLGALLVAGQYIIPEVCLFMNSQLFRGNRVTKVDSQKFEAFCSP
SDGRENLLGALLMAGQYVIPEVCLFFONQLFRGNRATKVDARRFAAFCSP
NDARENLLGALLVAGQYIIPEVCLFMSNQLFRGNRATKVDARRFAAFCSP

T*T*********T****T*******::.******* kkkks ok kkkkk

NLLPLATVGADITINRELVRKVDGKAGLVVHSSMEQDVGLLRLYPGIPAA
NLSPLATVGADVTIAWDLVRKVKWKDPLVVHSNMEHDVALLRLYPGIPAS

NLLPLATVGADITINRELVRKVDGKAGLVVHSSMEQDVGLLRLYPGIPAA
NLSPLATVGADVTIAWDLVRKVKWKDPLVVHSSMEQDVGLLRLYPGIPAS

NLSPLATVGADVTIAWDLVRKVKWKDPLVVHS SMEQDVGLLRLYPGIPAS
NLSPLATVGADVTIAWDLVRKVKWKDPLVVHS SMEQDVGLLRLYPGIPAS

NLLPLATVGADVTIAWDLVRKVRWKDPLVVHSNMEHDVALLRLYPGIPAA

NLSPLATVGADITINRELVRKVDGKAGLVVHSSMEQDVGLLRLYPGIPAA
**_********:** _:*****_ * *****.**:**_**********:

LVRAFLQPPLKGVVMETFGSGNGPTKPDLLQELRVATERGLVIVNCTHCL
LVRAFLQPPLKGVVLETFGSGNGPSKPDLLQELRAAAQRGLIMVNCSQCL
LVRAFLQPPLKGVVMETFGSGNGPTKPDLLQELRVATERGLVIVNCTHCL
LVRAFLQPPLKGVVLETFGSGNGPSKPDLLQELRAAAERGLIMVNCSQCL
LVRAFLQPPLKGVVLETFGSGNGPSKPDLLQELRAAAERGLIMVNCSQCL
LVRAFLQPPLKGVVMET FGSGNGPTKPDLLQELRAAAERGLIMVNCSQCL
LVRAFLQPPLKGVVLETFGSGNGPSKPDLLQELRAAAERGLIMVNCSQCL
LVRAFLQPPLKGVVMETFGSGNGPTKPDLLQELRVATERGLVIVNCTHCL

**************:*********:*********_*::***::***::**

[&{2A

130



" PR BB

CN 111050784 B 3/3 1
hASN  QGAVTTDYAAGMAMAGAGVISGFDMTSEAALAKLSYVLGQPGLSLDVRKE
GpA  RGSVTPGYAT--SLAGANIVSGLDMTSEAALAKLSYVLGLPELSLERRQE
hy-gc ~ QGAVTTDYAAGMAMAGAGVISGFDMTSEAALAKLSYVLGQOPGLSLDVRKE
gyhc  RGSVTPGYAT--SLAGANIVSGLDMTSEAALAKLSYVLGLPELSLERRQE
63-h; ~ RGSVTPGYAT--SLAGANIVSGLDMTSEAALAKLSYVLGLPELSLERRQE
64-h,  RGSVIPGYAT--SLAGANIVSGLDMTSEAALAKLSYVLGLPELSLERRQE
65-h  RGSVTPGYAT--SLAGANIVSGLDMTSEAALAKLSYVLGLPELSLERRQE
SA-h,  QGAVITGYAT--SLAGANIVSGLDMTSEAALAKLSYVLGLPELSLERRQE
LKakk kK. P kkk | s s hk s khkkkkkkkkkkokkkkT kT kkk g kik
hASN  LLTKDLRGEMTPPSVEERRPSLQGNTLGGGVSWLLSLSGSQEADALRNAL
GpA  LLAKDLRGEMTLPTADLHQSSPPGSTLGQGVARLFSLFGCQEEDSVQDAV
hygc  LLTKDLRGEMTLPTADLHQSSPPGSTLGQGVARLFSLFGCQEEDSVQDAV
gyvhe ~ LLAKDLRGEMTPPSVEERRPSLQGNTLGGGVSWLLSLSGSQEADALRNAL
63-hy  LLAKDLRGEMTPPSVEERRPSLQGNTLGGGVSWLLSLSGSQEADALRNAL
64-h,  LLAKDLRGEMTPPSVEERRPSLQGNTLGGGVSWLLSLSGSQEADALRNAL
65-hy  LLAKDLRGEMTPPSVEERRPSLQGNTLGGGVSWLLSLSGSQEADALRNAL
SA-h;  LLAKDLRGEMTPPSVEERRPSLQGNTLGGGVSWLLSLSGSQEADALRNAL
Kk e kdkdkkdkkk K. .k *_*** kokoo  hekok ok kok *::.:*:
hASN  VPSLACAAAHAGDVEALQALVELGSDLGLVDENGQTPLHAAARGGHTEAV
GpA  MPSLALALAHAGELEALQALMELGSDLRLKDSNGQTLLHVAARNGRDGVV
hy-0c ~ MPSLALALAHAGELEALQALMELGSDLRLKDSNGQTLLHVAARNGRDGVV
ovhe  VPSLACAAAHAGDVEALQALVELGSDLGLVDFNGQTPLHAAARGGHTEAV
63-h;  VPSLACAAAHAGDVEALQALVELGSDLGLVDFNGQTPLHAAARGGHTEAV
64-h,  VPSLACAAAHAGDVEALQALVELGSDLGLVDFNGQTPLHAAARGGHTEAV
65-h¢ VPSLACAAAHAGDVEALQALVELGSDLGLVDFNGQTPLHAAARGGHTEAV
SA-h;  VPSLACAAAHAGDVEALQALVELGSDLGLVDFNGQTPLHAAARGGHTEAV
skkkk ok kkkk s skkkkkkakhkkkdkdk kK ok khkkk kk Ahkk K Lx
hASN  TMLLORGVDVNTRDTDGFSPLLLAVRGRHPGVIGLLREAGASLSTQELEE
GpA  TMLLHRGMDVNARDRDGLSPLLLAVQGRHRECIRLLRKAGACLSPQDLKD
hy-0c ~ TMLLHRGMDVNARDRDGLSPLLLAVQGRHRECTRLLRKAGACLSPQDLKD
gvhe  TMLLORGVDVNTRDTDGFSPLLLAVRGRHPGVIGLLREAGASLSTQELEE
63-h,  TMLLQRGVDVNTRDTDGFSPLLLAVRGRHPGVIGLLREAGASLSTQELEE
64-h, ~ TMLLQRGVDVNTRDTDGFSPLLLAVRGRHPGVIGLLREAGASLSTQELEE
65-h ~ TMLLQRGVDVNTRDTDGFSPLLLAVRGRHPGVIGLLREAGASLSTQELEE
SA-hy  TMLLQRGVDVNTRDTDGFSPLLLAVRGRHPGVIGLLREAGASLSTQELEE
***‘k:**:**‘k:** **:*******-*** * ***:***.**.*:*::**
hASN  AGTELCRLAYRADLEGLQVWWQAGADLGQPGYDGHSALHVAEAAGNLAVV
GpA  AGTELCRLASRADMEGLQAWGQAGADLQQPGYDGRSALCVAEAAGNQEVL
hygc  AGTELCRLASRADMEGLOAWGQAGADLOQPGYDGRSALCVAEAAGNQEVL
gyvhc ~ AGTELCRLAYRADLEGLOVWWQAGADLGQPGYDGHSALHVAEAAGNLAVV
63-h AGTELCRLAYRADLEGLQVWWQAGADLGQPGYDGHSALHVAEAAGNLAVV
64-h T e B N A
65-hy  AGTELCRLAYRADLEGLQVWWQAGADLGQPGYDGHSALHVAEAAGNLAVV
SA-h;  AGTELCRLAYRADLEGLQVWWQAGADLGQPGYDGHSALHVAEAAGNLAVV
*********:***:* EMSNH{JIE:I__&
hASN  AFLQSLEGAVGAQAPCPEVLPGV (SEQ ID NO:2) 100%
GpA  ALLRNL-ALVG----- PEVPPAI (SEQ ID NO:1) 69.8%
hygc ~ ALLRNL-ALVG----- PEVPPAI (SEQ ID NO:38) 86.5%
vNe  AFLOSLEGAVGAQAPCPEVLPGV (SEQ ID NO:37) 83.4%
3-hy  AFLQSLEGAVGAQAPCPEVLPGV (SEQ ID NO:39) 85.7%
O L (SEQ ID NO:40) 87.1%
65-h  AFLQSLEGAVGAQAPCPEVLPGV (SEQ ID NO:41) 91.1%
SA-h;  AFLQSLEGAVGAQAPCPEVLPGV (SEQ ID NO:42) 91.6%
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