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Bk i) 2 B 18 17 A B HEE 58— 2 KON HH 7 99 'S« A Pk IR S 18 17 1) A Rl ) HAgE L
=2 RS Z AT H RS 33FTAR I A LaE

[0203]  (h) XU4S S5 MR 344 (Q85-Gak /J321-G4h /1.334-k) , Horbr , S — Z Ik N T F 402 : 11
B iR ) 28 B2 1 17 D AG  HRE 58— 2 KON HH 7 99 'S« 5 Ik K G 18 17 1) ) Rl (X g L
=2 RS 2 AT 595 SOFTA I A LEE

[0204] (i) XUEF R PEDUA (Q153-G4k/J232-G4h/L406-k) , Hod , 55— Z Bk A FE A 40 5
L2FT IR () S 1R 7 D1 R BT HEE 55— 2 KON B R B 4 'S < 21 BT al (1) 2 B 1 1) ) R T B
M =2 K550 Z T 5905« 33T I A LEE

[0205] ()X FEPE AR (Q354-2106/]259-2107/L324-k) , Horp , 55— £ Ik A 71 4%
T L3PTIAR I 2 R BAL BT HEE 55 — 2 KON P P9 5 « 2203 1 28 B2 R 7 B A B H
BB =2 K5 E N 2 NS 29k LA LEE

[0206] (k)XW St HiAk (Q360-G4k/ J232-G4h/L406-k) , Hod , i — Z ik A H B A 4 5
VAR IR 1) 2 R 7 51 ) BT HBE 55— 22 KON EH P B 4 5 < 21 BT ol (1) 2 2 18 1 1) ) T HIBE
M =2 K550 2 NP 595« 33 I AT LEE

[0207] (1) XUHF S5 Hi44 (Q360-2118/7300-2107/1.334-k) , o, 55— & ik A HH 7 51 9
T+ LS FITIAR ) 2 e e B AL R THEE 55 — 2 KO HH e P 9 '« 23 Pk 1) 2 1 e 51 A RS H
B NE =2 KRS 2 K859 'S : 30 TR LA LiE

[0208]  (m) XUk S Pk 444 (Q405-G4k/ J232-G4h/1248-k) , Hid , 85— Ik NH 590 5 -
L6 BT IR 1) S L 1R 7 H1 A BT HEE 88— 2 KON HH P B4 5 < 21 BTl (1) 2 B8 7 91 R T HABE
M =2 K55V Z KNT 595« 28 ik 1 A Lk |

[0209] () X4 S Pt Hi 44 (Q458-2106/J346-2107/L408-k) , Horpr, 45— %2 ik A HH 7 91
G LTHTIR I 2 B 1R e AL B HEE 55 — 2 N P P9 5 - 27 B 1 28 B2 1R 7 31 A B H
BB =2 R 5B 2 NPT  34FTR A LEE

[0210] (o) XU S M Hi4k (Q460-2121/7327-2119/1334-k) , Horpr, 55— %2 Ik A B 7 91 4
T LSPTIA I 2 R BIAL R R HEE 55 — 2 KN P P9 5« 25 Bk 1) 28 B 1R 7 31 A B H
B =2 K5 E N 2 NS 30Tk LA LEE

[0211]  (p) XU S P Hi4k (Q499-2118/J327-2107/L334-k) , Horr, 55— % Ik A B 7 91 4
T LOPTIAR I 2 R e BAL BT HEE 55 — 2 KON P P9 5 < 24 i 1) 28 B R 7 31 A B H
BB =2 IR 5B 2 NS S 30Tk LA LEE |

[0212] (@) X4 S PhHi4k (Q499-2118/J327-2107/L377-k) , Horr, 55— % Ik A B 7 91 4
T LOPTIAR I 28 B e B AL BT HEE 55 — 2 KON P P 9 ' < 24 T idk 1) 28 B e 7 31 A RS H
BB =2 K5 BN 2 NS 3L LA LEE

[0213] () WUER S M4 (Q499-2118/346-2107/1.248-k) , Horh , 85— £ ik N HH /3 51 4
T2 LOPITIA ) 2 e e B AL RS HEE 55 — 2 KO EH e P 9 '« 27 ok 1) 2 B 1 e 21 A RS H
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B =2 5B 2 N9 28k R LA LB
[0214] () XU S PE 344 (Q499-2121/7327-2119/L404-k) , Horr, 55— % Ik A B 7 51 4
5 20 TR I S B R T PR G HEE B 2 MO R R B S < 25 BT IA B S R T B AL KT H
BB =2 K S E N 2T %S 32Tk LA LEE
[0215] () XU FPEFUAR (Q499-2121/7339-2119/L377-k) , Horp, 85— £ ik Ay B 1) 9
52 20 IR IR R S BR 7 MG B (P HEE L 55— 2 N EH 7 P45« 26 T 1K) 2 S 1R 7 31 A B YT H
BB =2 RS BN 2 NP9 S 3LITR LA LEE
[0216]  (u) XWAEESEPEFMA (Q153-G4k/ J142-G4h/L180-k) , Ho i, S — £ Bk AN H B F 4 =
L2 TR 2 LR 7 FI A T HEE 58 — 2 KN P 9 95« LTO IR (1) L 18 17 51 A4 R H
BB =2 K5 E N 2N L TR I AA LEE

(02171 (33)4% 1R , HoA A4 (32) ik it XQURS S ME A4

[0218]  (34)34A , HABmAAT (33) rik %1 -

(02191 (35) 2, H5 47 (33) P i A IR B (34) ik i 44

[0220]  (36)3HILH7 57 (35) i i) A R il (32) i i) XURS S PE DU 0 T ik
[0221] (37 J?“%QEA% HoE AT (32) P i XURs VRS A2 2 L m 52 i s ik

[0222]  (38) (37)Frik 2 &40, & F T Flps A1/ BCv6 7 He I 1 A HH T A 298 W BUEH HY
m%l@ﬂﬁﬁﬁﬂﬁf%éﬁ/*%

[0223]  (39) (38) iR M4l &4, Horhr, it A4 HE AL A 075 « B el o I 51 A6 1) 595 A2 Hl
PR VI TR/ B A A DR VT TR 3% 1 B I B =2 T 3 B o A/ B0 8 () 2 9 o
[0224]  (40) (39) Frid 2l A4, Horp , BRI DR VI T TR/ BTG AL BRI DR VT TR 35 PE
BEAR B B = 17 5 50K 973 A/ B33k e R 973 A2 L A A

[0225]  (41)(39)FTiRMH A4, Hor, B kAL R £V T TR/ BTG A 8 0L IR VT T T 35 1 1
B AR BR B = 117 5 250 998 AR/ B e (1) 92 97 At B A Xof 8 A TRV T T 1R/ B0 A 8 I PR+
VITTRHIEIAD 29 o

[0226]  (42) (39) ik &Yy, Horp , BRI DR VT T TR/ BG4k B PR VT T TR 35 PE
BAR BRI = 1117 5 350K 78 R/ B3 e 0 7 A2 Jig R M ML A0S o

[0227]  (43)(39) iR A, Hovr, B kAL DR VI T TR/ B3 Ak 8 L R~ VI T TG 35 1 1
e AEK 11T 3 35U 9 R/ B i (1) 7 9 A2 I A A MM A

[0228] (44 ) H I A H B9 B R HS I 516 (952 00 1 TR RN/ B8R 97 T ik, kG4
T (32) i I U S PE SR B (37) ~ (43) P E— TR AR A A I 5 B

[0229]  (45) F-T7E (44) BT ik B FIURs A/ B 67 5 ik A A8 R RGR &, o5 A (32) Brid iy
KU SR AR VB (37) ~ (43) FATE— T TR K240 &4

[0230] (46 (32) BTk i) AURr S PEHUAAR VB (37) ~ (43) AT — T BT iR 19 4 & W AE il 32
I P HH L) R P B ER HE L 5 1 A2 P 2 9 P FB /B3 T 7 P ) A&

[0231]  (47) (32) TR i AURE F R PR VB (37) ~ (43) YT — T FT iR 264, L T
I A H LR B ER R It 5 1 A 4 9 1 T R/ BRVR T

[0232] R HAR

[0233]  j@IE AR, SRALAEE . VITIR DY RE IV TR = 1) 2 5 Mt B 45 & 0, O IR
i Pt R I P JER DX PR 2 () BrAd o S A S i LA F . VITI ) DhRe B3 Pt i« JF HF . Xase !l
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A AR 255 5 PEDUR 5 5 205, FON IR B AT B 1) JIR AP0 IX P 38 (R A4 o 35, A
VAL L B R 52 PR R, S5 SRR AR, DR TN AR e A ) 22 57 S PE LA AR N 289 it A
HARHE.

R ] 35t AR

[0234] [E1] ULHIF. XasefIHIME KK . (a) F.VIITa5F. IXafb il E A1k (F. Xase) , ¥
F.X3EA . (b) XU R MEPUASE . IXafiF . X454, P . X3tk o (¢) F.VITTaRIXURS S i 44
XPE BEWE XA 255 o (d) T XU e Bk S5F . IXa M/ 8P . X454, JIHIF . Xase
HF.XEHRE G (o) IR RSk 5F . IXafll/BLF . X5 A, FIHIF . Xase gV
[0235]  []2] it AT Ui BH B9 o 43 7 AR £0 200 Rt X AF . IXa FIAF  XI AR
SN RIE AR AP . IXabUiE S 50F  XPUER A G B R IE T4 L R
FESFPERUA  XFF . Xa = AR 3EE M ATF . Xase M HIAE AT PEAN , i . Xar= A (R #hyg M
F. Xase il {E AR AURE 5 MU A4 350 0 AR 8 75 50 it 2l B 1R B B, FH G /R R A A
(protype antibody).

[0236] [[&3] 7~ HhA69-KQ/hB26-PF/hAL-AQ.Q1-G4k/J268-G4h/L45-k.Q1-G4k/J321-
G4h/L45-k.Q31-27/7326-2107/L2-k.Q64-255/]344-2107/LA5—kHF . Xa = A8 #HE TR
K AR VA R I E /2300, 30, 3pg/mL (Human Factor IXa, Novact(yEME#HR) M,
Human Factor XEHUREHIE S GHIMREZEN100, 10, 1ng/mL) B SN [A] 91058 2
O R 509 B o 45 5, IX B8 4K 5W0 2006/109592 110 %5 1 hA69-KQ/hB26—-PF /hAL-AQAH
b, BoR S F . Xa s AR s v o

[0237] [K4] 7~ HHhA69-KQ/hB26-PF/hAL-AQ REAFLAR FIF N 7 2 L8 B e (1K) 154t
PRI . Xar= A2 (2 B vE PR ] o AR & W 1 42300, 30, 3ug/mL (Human Factor IXa,
Novact (VEMF#R) M, Human Factor XHHUAAIEMIES GINIKE N100, 10, 1ug/mL)
SRS ] 9243 B | S FEU N ) 2093 1 o 45 3, X SeAS AT B 2 7 tH EE RE AR B4R B S F . Xa
PR

[0238] [[&5] 7~ hA69-KQ/hB26-PF/hAL-AQ. FEA I  FI S N T S S 1 B e [ 4 i 4t
RHIF . XasedHI/E AT - i% B 7~ HhA69-KQ/hB26-PF /hAL-AQ.Q1-G4k/ J268-G4h/1.45—k
Q31-27/J326-2107/L2-k.Q1-G4k/J321-G4h/L45-k .Q64-255/]344-2107/L45-k .Q85-G4k/
J268-G4h/1406-k.Q85-G4k/J321-G4h/L334-k .Q64-27/J344-2107/L406-k .Q64-27/]326-
2107/L334-k.Q153-G4k/J142-G4h/L180-k.Q405-G4k/J232-G4h/L248-k .Q360-G4k/ J232-
G4h/L406-k.Q153-G4k/J232-G4h/1.406—k.Q458-2106/J346-2107/L408-k.Q360-2118/
J300-2107/L334-k.Q499-2118/J327-2107/L377-k.Q499-2121/J327-2119/L404-k .Q499-
2121/7339-2119/L377-k.Q499-2118/J346-2107/1L248-k.Q354-2106/J259-2107/L324-k
Q460-2121/J327-2119/L334-k. F1Q499-2118/J327-2107/L334-kfEF.VII lafZfF F T
F.IXaffAF . XSG A 820 o LRI F . Xase I HiI1E FH I8 WIS INE S0A4 (59 5 828 FRT IR O ik
Z RS INPTAR ) 5 2 VAR W 't B2 T A3 R B DR R 7 o FUARVE VR M B2 29300, 30ug/mL
(Human Factor IXa, F.VIITa, Human Factor XS5FUIEiARIR S GHIWE N100, 10ng/
mL ) B S5 BB TH) 496 43 B S €8 B TR) g 1443 8 o BN F . Xas e 310 i 4 FH (1) 4ELER 2 1E , T
F. Xased Il /E RIS . 45 5, W0 2006,/109592H11C # I hA69-KQ/hB26-PF /hAL—-AQ .75 Hi it
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[KIF . Xase N HI1E F o 4 & B (1) 4 B 514K 5 hA69-KQ/hB26-PF/hAL-AQAH L , &7~ tH 9911
F. XasefIilfE A B R BoR H#HIE A o

[0239]  [[&I6A] 7 HEREAPUMA A G N T 20 HE 15 8 # A U P A4 () U 2 7 B 1S o Re £ 571
o RARBAT 77 AT U Name B0 748 X 15251 Kaba t 450 5 PO K45 5 A AT LRI
BB NFRIRA ~GEFS)” At Name FI| SRe £ B 7] A4F X BEAT L, 4 7] ) 2R BR K 47 B 5=
AN LR D7 SASTRI A7 B U 2R 7R HH Name B (1) P AR X (¥ R IR - 1 W B 7 %6 T°F . XaP= A2 {2
TR T AR R B SR R FIME R ok ROR

[0240] [&6B] E6ARAEE .

[0241] [&l6C] KE6BRYLEE .

[0242] [[&l6D] KI6CHLEE .

BAEIHEAR

[0243]  ARuyiil i s 25 TSRS & 2 5 A vl Fr vkt 5 2 Do POA A It JR 45
S B PURG AN N 5B MRS S S TRSGE S A S RS S A R E
Gy AATE L IXAH/BUF . IXa 5F . XE A 45505 P W3 A R R 2, #1400, 7] 28 1 5 Jiik
Scaffoldd+ (FUEFESr+) IREFPUS L G Fr iR AL 5 BUE A 1A UK B . Scaffold 4y
Friflid 5 Bing FEamMEKEDGRN—R9 T, RELVUSR/DIMBIRTUES &
(R S AR S5 A R g 1 22 iR, AT DAASE FHATE 000 22 IR o AR DA R 22 JIR IR 451 = , T 2% Hh A9 2 = 44
AJAR X A% 1 (W02002/032925) Protein AZEFIIE(W01995/001937)  LDLAZAARALE #45%
(W02004/044011, W02005/040229) 54 4 (W02002/020565)%% , L) JzNygrenZs (Current
Opinion in Structural Biology, 7:463-469(1997).Journal of Immunol Methods,
290:3-28(2004))Binz%E (Nature Biotech 23:1257-1266(2005)) .HosseZ (Protein
Science 15:14-27(2006) )% ic# 1) 75+ . 534b, @iCurr Opin Mol Ther. 2010 Aug;12
(4):487-95.8kDrugs. 2008;68(7):901-12. " Fric sk, & ] A AT A5 B brdu i 45 511
11,2

[0244] KR fERZREFEIURS & 2T, RER S Z /D2MAFR SRS A2
U5 A IR S, TT 2SR, AR L Scaf Fol ARSI B By e 6 iR f i 45 A for
M2 KBS ZIR IR S BL AR SE, Al DU B — o, AT L2 BN 2 B W AE N
PRl 255 R PUR S &9+, A1 28 H BR W e e MR 5 2 /D2 M [F] B R 455 10 2 4 e 1
Foik AR B BA B . VITIR ThRe (36 PR R B AE N RR A& F bk, nl 28 Hi gt
R S PR 5 2R AS [ 40 S 45 A R RURE S P Ak (bispecific antibody; BsAb) CHREEFRA
TEERMHU.

[0245] A, “HHLE” e 5 AR 2R L RHEEE:, M & PUR Bs 4 &
BE IR LE o 3X B, “ARN[RI A HBE” DL e 48 1 A2 X AR R B R A AR O i , (B AR IR 22 Tk, 1
BARZA AR VA T AR HEE 354 LEE ] DLz B inw02006 /109592 /0 2K 7 1Kk 3R
S

[0246] Ak BH v ) 2 05 S M B JRL 45 B 20 (ORI XUs S ME o) J& ek 2R A L 9 AS TR B iR
AT SR R B S PR B B 2 o AR R BRI B AR 3 A e PR Al ARz B SRR
VBN A B AR FE R B s B o dds , A PCEFERIET A /N KB BB R 2B I8 08 IR 55
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I By B S, A FR LA DR AR AT SR e PSR SR AT TN TR 2
MR,

[0247] 534k, TR A K BRI 245 R U S 45 & 0 F I U I LEE AT LAAS TR E e B 3t
A IILEE .

[0248] A W T 1) 22 i e PR 70 DR 45 5 4~ D0 e g 158 PR 68 DR o 20 5 A i 77 A 1) A Y 9t
&, (T, Z /i Borrebaeck CAK I Larrick JW, THERAPEUTIC MONOCLONAL ANTIBODIES,
Published in the United Kingdom by MACMILLAN PUBLISHERS LTD, 1990) .5 ZH R34k
AT DL I R 3R S8 8 L BIG™ AR AR ) SO T 2 e S A A 2 T v G L
DNA, B4 T Y B 8 1 2 TN T8 £ g 40D Rk A hdk .

[0249] BT , AR B ) AR AN AL FE e B 1 bidks , A FE Ak BE AR Ak 3 id L DA
PSSR LN LY/

[0250] g 4n, N HUAE F Be BG4 F AL DR , B FE BTk (diabody sDb) B VEHUAE L 58
PR CLLT , it EscFy) 755 X B, “Fv” i B s/ MW Al B B, B 46 58 810 S i 1R )
fr 585G,

[0251]  “Fv” Jy Be & LANHBER] AR X (VED AHLFER] AR [X (VL) 38 3 3 A7y g 24 [ 45 1) — 5%
YI(VH-VL W) « % 0] A X H 3N T A E X (complementarity determining region;
CORYAH EAE ], AEVH-VL BRI 3R M8 gt J5 45 & A7 - 64> CORX AR IR T Bt IR 45 &
Ko SR 5 RIS 1AM A] AR X (BN A 0 0 5 s e MR 3N CORIIFV I — ), AR SE AL
A A ARG (H BT R A PR R

[0252] 534, Fab fr BLCHFRAF (ab) ) Bt A& LEERAE & X RTHEE [ 1H 7€ [X (CH1) o Fab’
Jr BUAE N IR J7 1 SFab F BEANF] B, JCRE In ks B A R P8 T8k B SR BB E X B 14N Bk L
ANBA b2 Dt A BRIV HEE CHL X 1K) 8 7 2R o P 280 B Ak o Fab " —SHER R HHSE X G 1B LA B
e e R vk B A U S W BB ZE [ Fab’ oF (ab ) BB F (ab” )2 B & A B IH AL M0 4R
FEFE 1 It SRR 1 I B ) DB R A 1 o A2 PR A 1) e P v Be R AR SR B AR A
REHI

[0253]  XUHUAA & F ik B DA b A A 2 1 A (bivalent) MK FHdifh (Holliger P
et al., Proc.Natl.Acad.Sci.USA 90: 6444-6448 (1993).EP404,0975 .W093/11161 %
SE) PR ST FH 25k 2 IRBEAA I SR W, 0T 2% 22 IR B , LEE W] A8 [X (VL) AHEE R] A2 X (VH)
R VAR R A A SRR Bl 2~ 12 B i — P ARIE 3~ 101 5%
Fe RIS N IRIE L A Sk 4 & - bt T [H — 2 KB BRIVL S VH [ k5,
T oV T B SR ] AR X B, T T2 R SR AR , DR T O AR AR B 2 M R 4 A s

[0254]  BEEHUAR B scFvhuls i B AL S BRI VHAIVLIX , 3% 26 X IS 7 T 51— (1) 2 IR Bk
H I Fy 2 IR — B AEVHAIVLIX 2 [8) 54 2 IRk, B scFv A U i R 45 & I b 75
)45 4 O T scFv 428 , 2/ Pluckthun “The Pharmacology of Monoclonal
Antibodies” Vol.113(Rosenburg and Moore ed (Springer Verlag, New York) pp.269-
315, 1994)) o A KB v i S R EEAS 1] 55 2 19 i T2 45 () A4 ] AR X i, I 4 )
M.

[0255]  ToGAY XUHr st I fri AR m] LA H 2% 58 A2 98 (quadroma ) 73 WAt , T idk 2 22 i A8 e il i
XA TgGHUAR I P 4 A AT AL A i3 (Milstein C et al. Nature 1983, 305:
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537-540) o FHANE AT LUK AL S H FR i — A TgGRILBEFTHEE A EE D L T4 Rh 5L PR3 N i, A
[0256]  phf, 3 b W HBE ) CHB [X S ik >4 ) 28 s e e, 9 ] LA S 1 20 Wb 0t T-HE 1T =
SR AH A 1gG(Ridgway JB et al. Protein Engineering 1996, 9: 617-621,
Merchant AM et al. Nature Biotechnology 1998, 16: 677-681.W02006/106905.Davis
JH et al. Protein Eng Des Sel. 2010, 4: 195-202.),

[0257]  534b, 50T Lk, T 5 HEE A] A8 X AH bE LaE P AR [X 1) 22 REVEAR, DA T A 45 n] 3R15 58
g o PRHEE IR T 45 5 B8 JIRI LA LEE , A K W I B AR B R E7E T BoA7 3L LB il i i iz 4t
A Lk 5 PIHEERE N 5 N R R IA TeG o M AT BEAT 8 R0 RURE 1k TeG R R

[0258] 34, Jdad Ak e PR MG Fab ™ S I, 19 AT DA /R XK S P A o 49 4, o ] — S 44 il
% HIFab’ PLo—PDM(ortho—phenylenedi-maleimide, 4% — B R B W A% ) 3EAT 55 SR B TV i%
o S R 5 — SR Bl & O Fab” 2, AT AT SRIE T AS [F] 44 i Fab ™ 48 b 52 BBc i 1l E
XU F(ab’)2(Keler T et al. Cancer Research 1997, 57: 4008-4014). %34k,
S HIEFab’ A CAE 3 25 B R (TNB) T AE #) S5 Fab’ ~IREE (SH) Ze ik B Befb S M &5 A 11 7
7£(Brennan M et al. Science 1985, 229: 81-83),

[0250]  ARUE ALk, I8 ] LA HIRIE T-Fos, JunS WA hifE -Fos, JunRIRMIE
R FYR 584, AR R FHI 2 HAR ST T B IR — 3R SRR il & I I FosTn 2 IR F BEI Fab’
HIBH AN Jun )52 R PLEER) J1—Fab’ R AE TN S AT N ik J5 ) 544K Fab’ ~Fos, Fab’—Jun
RAE VRN, I A o 3k F(ab’ )2(Kostelny SA et al. J of Immunology,
1992, 148: 1547-53) iZJNEIF AR TFab”, xf FscFv, FvaEE R LR H]

[0260]  A4h,[& T IgG—scFv(Protein Eng Des Sel. 2010 Apr;23(4):221-8)E%BiTE%:
sc(Fv)2(Drug Discov Today. 2005 Sep 15;10(18):1237-44.).DVD-I1g(Nat
Biotechnol. 2007 Nov;25(11):1290-7. Epub 2007 Oct 14..MAbs. 2009 Jul;1(4):
339-47. Epub 2009 Jul 10.)%ZE2Z 4b(IDrugs 2010, 13:698-700),i8E % & —Hiik
(Science. 2009 Mar 20:;323(5921):1610-4..Immunotherapy. 2009 Sep;1(5):749-
51.)\Tri-FabB i BkscFv AR SEXURE 5 M 448 (MAbs . 2009 November ; 1(6): 539-
547 .) o 33, B R HscFv-Fc.scaffold-Fc&E 47 20 R A 40 b 4 b S YR A 2 5 B Fe
(Ridgway JB et al. Protein Engineering 1996, 9: 617-621 .Merchant AM et al.
Nature Biotechnology 1998, 16: 677-681.W02006/106905.Davis JH et al. Protein
Eng Des Sel. 2010, 4: 195-202.) , t A LA %5 Hh il {E XS PR fridds o

[0261] S T XUHAR R Ui, 17T LA A XU S PR A4 o BURE S PR UL A — AN A He (cross—
over)scFv v BU U8 54 o BRI, AT DK SRUE T Mgt dd A, B VH S VL R /2 A 1 500
Bk g A AR IR AVE (A)-VL (B), VH (B)-VL (A)RMA IR Y (Holliger
P et al. Proc of the National Academy of Sciences of the USA 1993, 90: 6444-
6448)

[0262] it I, IS ¥ = FliscFv FH 155k Ak 7 40 1 20 B B K 4 K 18 45 (B B D44
Kipriyanov SM et al. J of Molecular Biology. 1999, 293: 41-56).3F37idE M
LR B i (knobs—into—holes: Zhu Z et al. Protein Science. 1997, 6: 781-788.VH/
VL interface engineering: Igawa T et al. Protein Eng Des Sel. 2010, 8:667-
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77.), WAL #E B BRI Ao

[0263] W JHIh K —FhscFv 1553 7 47 1 2 R B K 3 S 45 i A E i se (Fv) ot A BA
W XU PR (Mal lender WD et al. J of Biological Chemistry, 1994, 269:
199-206)

[0264]  {ENFURIEIUEY), A] 28 MBI AN4S & 75 & 8% (PEG) S & Fh 7 I Ak « A K 1Y
PR IS X L HURAE Y « A R ISRV , B S G I B G IR E o8 T 3R
X RHURAZAEYD , 7T DA Ik % Fr A3 B4 St A6 22 PEAB 1 R A5 21  IX B8 7 VL R AR AU R £ 42
AR

[0265] Ak B HUARAL & APuid AN R Bk R R BT SE , HoRIFEH AR E . 546, A LA
SE kA TURB N IR BUR S B B hi A4

[0266]  AHAARRIZRG 752 ORI, il an, aT Lok EoAa A S 58 DR ) B A 2H s B 40 11
BN Y A B ARPLE#EAT S0, H GRS B A5 A PR (S I E Br & R HE L FF5W0 93/
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[0422]  (d6)JFFNGa 'S :70(2121) Bl (1 HEE 1 58 X

[0423]  (dT)JFF %S : 71(GAh) BT iR (R HEEE 2 [X

[0424]  (dR)JFEFN 'S :72(2107) Bk (I HEE 1E 58 X

[0425]  (d9)JEFN ST : 73(2119) BTk [ HEE1E 2 [X .

[0426]  tifi, A K HEIREZ R R EUR G A2 F P . BE=5F N2 RS HH A
(e) B IR T 2 A4 L S AE I LEE1H 2 X

[0427] (&) FEA4w'T : T4 TR LEEE E X o

[0428] A, “REF.VITIHIDIEE” B AR RAF. IXFI/BEF. [Xa, L ACF . X, AR 2EF . XA
A RFFHE  Xa= 4D,

[0420] A BHHR I “F . Xaj™ AR Ev& MR AT LA IS DL 040 5F . XTa(F . IXVEAGER) JF . IX,
F.XCFA BRI S-2222(F . Xalf) & BURYDD SBEIE I 2 RGua AR I 26 bR 4 &
A3 AT VRO RN « AR DSE F G0 07~ HH LA 99 ASRE 491 o 1 o EERE B R Il AR E R () AH 5%
P (Rosen S, Andersson M, Blomba ck M et al. Clinical applications of a

chromogenic substrate method for determination of FVIII activity. Thromb
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Haemost 1985; 54: 811-23) BRI FEAIE R, AR W/~ B S F . Xaj™ A {72 s 3 7 1 4%
For ) BRSO A R ) HA IRECIR 2 s B e A b o Ak SR AR A LA AL AR W B AU
F.VITIR SR FETER 247 R PR 456 5+, R 2528 B hA69-KQ/hB26-PF/hAL-AQ/;
O35 T 1 5 DI AT SRAS A e 140 0L s [ A2 9 2, A F T TR A/ B 97 I £ A
MRS  BRCEH HH I 5 1SR B K 2 B 73, AT RIS e B RUR o N T SRASAE Z 2 oy
(AT S8 L, g, 6 (ST 1 2 ) HRo B0 244 T WU 58 I B F . Xa ™ AR AR 33 TR 12 hAe9—
KQ/hB26—PF/hAL-AQUA |, e AHh , SEAR N 5Q153-G4k/ J142-G4h/1.180—k % [A] B 7E HL DA
F o BT UL, AR SCHT UL . Xa = AR S VE AR 18 B ORI I 20 2 Bh (1 W% o't 52 AR A (B
V2043 B B AR A AR T AR

[0430] AR 5 A2 IR AR . IXAT/BRF . IXa  BA 2P . X, I AR VT ZhRER
P I A G U

[0431]  ARKEAK) ik 25 R PURRE N & HF. IX/F. IXafu & K HEECDREL D) 6E |5
Z ZE[FICDR 5 HF . XPr A FIHEECDRE Th e 5 2 S5 R R CDRII Ak

[0432] 534, AR I HUERILIE N & A TRPURE &AL S H44  FUF . IX/ IXadu Ak i
5

[0433]  JER4 5 :75.76.77(QLHTHEECDR) B iR U HEECDR1 2. 3K E IL R FE 71

[0434]  BFF4w "5 : 78.79.80(Q3 L [FJHEECDR) Fr ik I HEECDR L - 2. 3[ Z FE 1R 7 771

[0435] B F%4R"5 :81.82.83( Q64 HEECDR) BT IR HEECDR 2 31 & IR 751

[0436]  BJ7 %145 : 84.85 .86 Q85I HEECDR) Fr i R HEECDR L 2. 3[) A IE 1R ¥ 771«

[0437]  BYF%14% 'S :87.88.89( Q153 HEECDR) T iR T HEECDRL . 2. 3R Z L 1R 7 71

[0438]  BF %45 :90.91.92(Q354F T HEECDR) BT IA I HEECDRL « 2. 31 Z LR P51 -

[0439]  BRJE %5 :93.94.95(Q360 /I HEECDR) AR (I HEECDR 2. 31K Z L FR /751«

[0440]  BJPH% 5 :96.97.98(Q405[( HEECDR) AT R [ HEECDR T 2. 3[K Z L R /751 -

[0441]  BFF4% "5 :99.100.101 Q458 HEECDR) FT ik Y HEECDR1 L 2 3H R LR 7 1)«
[0442]  BF%4% 'S :102.103.104(Q460 T HEECDR) Pk (I HEECDR « 2. 31K S L B8 17 1)
[0443]  BR/F314 5 : 105,106,107 Q499 HEECDR) FT iR IHEECDR « 2. 31K Z LR /5]
[0444] W HLIRLE A4 B ENRE [ 5 2 R IURS &4 f0 BAIE XPuie a5
[0445]  J¥%%% 5 :108.109.110( J232(KJHEECDR) Pk [ HEECDRL L 2. 3K S LR 7 71

[0446]  BRFFIGn T : 111112113259/ HEECDR) FT iR [ HEECDR 2. 30 &L R 751
[0447] B 7 %45 : 114115116 J268[HEECDR) AT iR HEECDR L « 2. 3K Z LR 1751
[0448]  BRFFI4 T : 117118 119C 300\ HEECDR) FIr i (I HEECDR1 < 2. 3 B FE R 751 |
[0449]  BRFF4 T :120.121.122CJ321 (I HEECDR) Fr A (I HEECDR < 2. 3 B IR 751 |
[0450]  BXJEFI% 5 : 123124125 J 326 HEECDR) FIr ik A HEECDR 2. 3F) R IL L P 51 <
[0451]  BRFFI4 T : 126,127 128327 HEECDR) FT i (T HEECDR 2. 3F0 &L R FF 51
[0452]  BRFFI4s T :129.130.131(J339MIHEECDR) FT i (I HEECDR 2. M0 &L R FF 51
[0453]  BJF 45 : 132133134 344FHEECDR) BTk A HEECDR T . 2. 3 R IL FR 7 51 -
[0454]  BFFI4 T : 135136137 (J346[\HEECDR) FTiA [ HEECDR 2. M0 &R IE R FF 51
[0455] Bk /¥ 545 : 174,175,176 (JLA2f(HEECDR) BT IHEECDRL . 2. 31K E LR /7 5]

[0456] Y HLIRLE G AL BRI BE 15 Z SF R DURES AL
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[0457] Ry Ui, AR LRSS G0 AEDIRE EEF B4R A MRS S A2
B e PEFUR 45 6 01 I B AR F VI TTRY D) Be B35 PR A2 S5 [F] Y .

[0458] A, “SE[E” A— 2 ZAHFEFEERTSE M WS PR T BLIE R, 54t R ER
iR E 241 2 AT HhA69-KQ/hB26-PF/hAL-AQ; ¥ M B3 ik B A 8 (S fil2) rhic 2%
(K126 AR T SE I IR . Xa = AR AR BE9E M 5 Q153-G4k / J142-G4h /L180-k %5 [ B A H LA _E (3
PR, W& P AT DA g/l

[0459]  EiAdiifhk R EMYE Bk Bedk g5 (0117 1R IE R4t A4 HLhA69-KQ/hB26-PF/
hAL-AQ; 3G VE L OLIE BAA 78 (SR 12 ) ic #8010 26 440 T JWE I E . Xa ™ AR (R #EvE PR
Q153-G4k/J142-G4h/L180-k=5 [Rl B AE FL LA By M, W AT LA A AZ X (CDR 7 1 Al / B FR
DB 2 HE TR 7 I HEAT 1A B2 A 2 BRI ) B 2 LIS IR/ B N A N AR R TR 7 B
Hh B BRI S I/ B N B2 SR R ) ARSI AR BRI 5, A X
F 5T AR AR 51k o BN, R AU E AR N 51, RITR] R A AL s e e 1t R AR 5 R U7 v
(Hashimoto—-Gotoh, T, Mizuno, T, Ogasahara, Y, and Nakagawa, M. (1995) An
oligodeoxyribonucleotide—-directed dual amber method for site—-directed
mutagenesis. Gene 152, 271-275.Zo0ller, MJ, and Smith, M.(1983)
Oligonucleotide—-directed mutagenesis of DNA fragments cloned into M3
vectors.Methods Enzymol. 100, 468-500.Kramer,W, Drutsa,V, Jansen,HW, Kramer,
B, Pflugfelder,M, and Fritz,HJ(1984) The gapped duplex DNA approach to
oligonucleotide—directed mutation construction. Nucleic Acids Res. 12, 9441-
9456 Kramer W, and Fritz HJ(1987) Oligonucleotide-directed construction of
mutations via gapped duplex DNA Methods. Enzymol. 154, 350-367.Kunkel, TA
(1985) Rapid and efficient site-specific mutagenesis without phenotypic
selection.Proc Natl Acad Sci U S A. 82, 488-492)%, X LR 751 T Nt & 1) 58
A7, W I & DhRe b5 B A AU VITIR DhRe I s MR 247 Mk 2 Ik 2 SRS R B AR R
BN

[0460] ixkE, AIARIX I B2 AN EFE IR R AE 7 RAS  HARYE Bk Bk g5 0117 1R I
R G HATHEhA69-KQ/hB26-PF/hAL-AQf=: 193 1k « DLk H A 78 (SEHE 612 ) rhic #2611 H
SEMIIF . XaF= AR HEWG PE 5Q153-G4k/ J142-G4h /1180~k 25 [7] B A e DL b (3% PR B A th
B S IEARR R S

[0461]  DirAR Z FE TR Hk FE T, P AR A8 AR g T ok P A 1) P o 45 BIIR B 1 L e L IR
#ilan, M A ZE B M BE R PR BT, A28 K PR 2R B (AT WL WMLF AP WLY VD LSRR MR 2 TR
(R\DN\C.E\Q.GH\K S T A Mg I e M BE K UL 8 (G AWV L TP VBV S R MR 1
FIEMR (ST EA S0 5 M BE R 2SR (CMD B 8 2 R R0 B9t i (M) B 1) 2 1% (DN
BQ) B A SN BER 2R (RK D BB RAT & 57 A R B 2 24 R (HLF LY W (R SIA
BIRIN AR B B ERI0) o« EA B AN 2R E E A IR TR E B B H T b
R P 2 IR 4 77 AW 05 1 2 AR R e P il A T 3 R A B P 9 34T 1
B A F IR PR A SR S I/ BOH B AR IR 1 B B A HAF 20 (Mark, D. F. et
al., Proc.Natl.Acad.Sci.USA (1984)81:5662-6; Zoller, M. J. and Smith, M.,
Nucleic Acids Res.(1982)10:6487-500; Wang, A. et al., Science(1984)224:1431-
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3: Dalbadie-McFarland, G. et al., Proc.Natl.Acad.Sci.USA (1982)79:6409-13).1X
Fh IR AFAR 5 A B A] AR X (5] S CDRFE B W FRF F71) L ] A% [X B 440 () S L 1 s 1) LA &2 70
70%. B 22 /D 75%. AL %2 /D 80%. 1 — P Lk 2 285%  #t — A B ALK 2 290%. LA A i
Pk 22 /D 95% ) Z L R 17 B K [F] — 1tk o AR U B A, e B[R] — P58 SO« DA 3 2 [R)— M
s K77 20 WA 75 28 P AT L 3 NG A IS 0 )5, 5 B AR 1) 318 v] AR X Bl B
A AR X PR UL R P 5] P A3 2 A 1) 0 B 6 1 L 491 o R0 IR e B0 ) ) — P T JE et s 3 T v e
5E o

[0462]  Si4b, AT AR X (CDRJFFIF1/BREFR 71D R 3 R 77 51 b A 1A R Z AN R R B
B B NI/ BB RS IR B RS L0117 1R 52 R4t 2 A HEhA69-KQ/hB26-PF/
hAL-AQ G ME L H0 ik B A 75 (SEFE 61 2) Fic 2 10 45 14 T JSE R OF . Xar= £ (e BHis e 5
Q153-G4k/J142-G4h/1.180~k %5 [Rl B7EFL DL b {3 PR 1) AT AR [X A 2 22 2 7 41 5t mT DA Bl 7™
BT = 55 gmhd iz n] AR X 1 2SR 7 5 B 17 5 AL R 2 A8 R R B 3R 18 AE A H
T BT T 2 58 5t ] AR X 1 2 L 1R T 51 IR RS 7 51 1 % R 2 A2 (1) A% B 1)
FERE J A8 A, AT : 6 MBRA0.4% SDS.0.5 x SSC.37°CHIZIEES & Zelrl (1) P2k Ze s 4
P o 325 3 B AR (R 26 01,6 MR 0. 4% SDSA0.1 x SSCA42°CHIZ& At , M AT LA RAfS 4 55
[ 5 1 B AR R o 8 ) R B 7 ) v a3 S 3R A S0 V2R AT o o S B A R 1 [
PR T IE e P AR Ok U, B %2 /050% 0L 3 — ik 70% LA B B — AR 90% LA
(51 3195% 96%. 97%- 98%- 99% LA ) [ 3 51 (g [7) — 1k o

[0463] [T iR HIZRACEOAR M T k2 b, i m] LA FAE F 51400 B DR 938 75 v A
REBHERBL(PCRVE , 43 B AEFA% 56 AF T 2 58 & Y it n] A8 X AR R 17 51 (1) Bl 22 7 2 1)
WZIR A A IALIR , BT 510 5 T b m] A% X S SR 2 B\ () B2 17 1A J2. 1T 6 R A 21 Y
[0464] Tl JL /7 B I S R 7 I [l — ME vl il ik Karlin and Altschul (5 7ABLAST
(Proc.Natl.Acad.Sci.USA(1993)90:5873-7) K M5E o & T 1% H1E , 7 KA #FR ABLASTNAN
BLASTXH]FEF (Altschul et al.,J.Mol.Biol.(1990)215:403-10) .3 F-BLAST, L
BLASTNE T L 7 I, S50 1 Hscore = 100 wordlength = 12, F4k, 3 TBLAST,
I BLASTX MR HT R LR 7 B , S Wik Nscore = 50.wordlength = 3.1# FIBLAST A
Gapped BLASTFE /TR, ff A5 F2 17 B BRI S B X B il D7 vE B BAR T 1R A Fi (S
NCBI (National Center for Biotechnology Information)f] BLAST(Basic Local
Alignment Search Tool)Mik;http://www.ncbi.nlm.nih.gov),

[0465]  S4b, AR EHIE SR AL SUA, A2 5 IR R & SR R £ EE RN
[0466]  FLHAAE T UM 5 H e Puik R A 5 R W R AL, nl i P 38 0 R A 1 s S SR A
P A4 18] 1) 52 ] 30 55 45 A IR R VP, AR 8 H 5 AT 2 HY R G 9% R PR SRRV
(ELISA) VRJGRE &5 AE I E 12 (FRET) M OGS M E B (FMAT GE T R AR )OS &5 & T3
SR Z AR &5 0 0 58 S AR (R HUMAO 1 245 5 Re TR B MU AH DG , BT g e 358 i s 5
SERREEZRIRN D, PR UARA X TR AR R 1R AR & AR AR, WHZh ik
EEA B PURMN G A SRR AR DRSS & 2 PR IO &5 A 203 m . B4R, A T,
[F] IS INREAT 1 3&E A PR IC PR SRR BB , B BRI R Ae 25 5 iz ik . &5 &
THUR %S0 & AT PUIE A FSe bR ic iz il R 7S 5 ol € o s ic A e PR i, (HAR 45
WIS TV R BN IL 7V AR L 712 B AT 28 O Am i U An i AR 10 55 .
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[0467]  ft, I [E SEALAF. IXF. IXaBlF . X B FIR I INBEAT 1 98 Yehric & ik . A
JAEARIC PR B A PR , 3 i e I F A I b D i b

[0468]  ASCETIAR “S5 kA EE M RM LG TUE” 248, A T AEFR L% IUE R 45 &
SEFRICHIZ TR 45 A B AR 0% ¥ BE (1Cs0) , MRS PR AE AE AR K% HUAAK 1) T Csol) 18
10065 R IE80R% i3t — P ALAE50 6 1 — LI 3045  SEALUE LR i B B2 R AT LA AR I
[PIZIUR I 25 A AR 2 AD50%H Pk .

[0469] B AGHUEMIUIRLS &7 i) 25 PR &6 4 7 LRIIL R AR BF . VI
IR IE T, frid ik g A2 5 LR PUA T4 AR R EEZNRL . 540 G656 T5 L
IR e &5 G 1 R A R A T 5 B R A I BRI HUR 4 A A7 s, o8 13RI AR R A
F.VITT DR 1, ] PARUAR LA B 2 AR R o U B IR 45 A 7 s A R S, Jl e 0 AR
5 FIR I E 2% 2 A HhA69-KQ/hB26-PF/hAL-AQRE; 1 1t 3% B A 78 (SZ i 91 2) 10 211
AT MBI I F . Xa = 28 (R 0 1k 5 Q153-G4k /] 142-G4h /1.180-k 2 [ B AE HL DL [ [ 355 1tk
[ 247 IR S A 5 AT R, AT AR AL R AU VIT IO RE VS TE o A T 3R 43
AR AR VITIZh RV TE BRI AR IE DL R A R e

[0470]  (1)3%& FRAIF . IXFI/BLF . [Xalf 5 iAHEE H 2 T-Kaba t 45 193447 . 3547 4947 .61
£7 62479647 . 9847 . 10047 . 100bA7 FI 10247 ) 2 L R Bk J vh 1) 22 /D I N AR IR TR A H B
AT B

[0471] ()& EH R FF . XK FiAkHEE T 3 T Kabat i 5 13547 . 5367 . 7367 . 7647 .96 47 .98
A7 10O FIL00a . [ 2 I FR IR 2L Hh 1) 22 D I R SRR A L R SR B e

[0472]  (3DiEH FUALEEH T Kabat G5 iI2707. 30623147 32675047 . 5247 . 53f7 .54
B7 5507 9247 L9367 L 9407 FIOSAT I S T IR e ik p 1) 22 /D I LR R S I e AL B P B
e,

[0473]  J34h, AR AR 9 T 3RAS AL R (A E . VI T T Z 8 (1035 14 ) Pt 32k ) o A4 1
QIR , ATLAZE DL T (4) ~(6) o X TIX SO U R IR , P HEE mT DA HAT XA I 2 L 1R,
A] DL AR R 1 TR R B AT IR AR 51 B AR HEE

[0474]  (4)RF. IXH/BLF. [Xaf HiiEHEE & TR Bk HEE , Horp , ZE TKabat 4w 5 (1134
Br 1) S LR TR e N S 5 2R - 3547 1) U SR IR e 2 R A& M i 7 e e B 22 PR 496 R &
FEPRBR A 22 21 6 L 1K) 2 L PR VR RS 2 IR L 6 2467 1) B J PR VR A8 IR L 96 (1) 2
W& bk ey 22 A PR BRI 28 TR 98 1) 2l Jo PR e A2 Ay i 2 TR BSOS I L OO I 2 B R B Ak g R
P B BT 24 1R« 100D [ 28 PR VR B H 2 IR A BLL 0267 1) 28 FE PR Bk A2 TR 2 R,
[0475]  (HOHUARRIHEE , Ho v F . X P HEE o 2 T Kaba t 97 5 (19 3547 (1) 24 R 7R 2 N
RAGR 53N IR TR RS ZIR 73011 F SRR S N 2 R T6 07 1 S PR R H
H 2R 967 1) S IR F B N i B B RS 2 IR 9867 1) S J IR Fk J N I U 12+ 10047 (1) 2
BRI NS 2 IR  BR 1 00a s (1) 2 L IR ik At A R

[0476]  (OOPUIRRILEE, Horh HiARLEE H 2 T-Kabatén 5 12 T-Kabat 455 [ 27 67 [ 2 L R
Bk Ay ft 28 PR BSURG 2UB  307 1) 2 PR AR A 2 IR ~ 3 LA () 2 PR ik B J R 2 R 3247 (1)
RAIEIR I N AL 5047 (1) B PR R KSR R B 2 BN 524067 I R Jk Ty 22
AR 53N [ R IR R I NG Z IR AT I Z IR R L 2 IR 5o I Z SR TR N &
T2 92457 1) 28 L PR TR il 22 (TR 937 I B I PR Tk 3ty 22 (TR 9 A7 11 2 B R ik 22 M il &
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W2\ BROSL Y Ak B R I i R o

[0477]

B3 D~ GO R TUR I R R 2 5 AR T 3RAF R A S B F . VT TR Tk

R PE e B R AR AR A , n] 28 HHBL R (1)~ (3).

[0478]

COARAIF . IXFT/BF . IXal FiikHEE o 3 F-Kaba t 95 5 (0 3447 L 3547 .6 147 . 9847

LOOASE FT 100D 1) 28 5 1 5 32 M7 1] A2 6 1 S2 T 1 00T ) 2 32 i ik 3k

(2)IRBIF . XB PR HEE 3 T-Kabatgs 5 (1 3547 5347 . 7367 9647

COPUALEE T L TKabatdi 5 13 T Kabat e 5 (12747 . 3047 3147
57 53NL N 93L 94T RIS [ Z I PR AR 45 T AZ 27457 3047 < 31452 5047 5347 L 9447 FN9547

[0479]
1007 1) 28 3 1R i
[0480]

) L R i ik
[0481]

B, AR Rt 2 R U S o+, i B2 B SR MGl ~
(ald) P E—FURHEERIE H TR (c D~ (1O IR —PUELEE, 5~ Z A5k A Tk

(b1)~(b12) AT —HARHEE AL B Nk (1)~ (cl10) s AT —HiAk L -

[0482]
[0483]
[0484]
[0485]
[0486]
[0487]
[0488]
[0489]
[0490]
[0491]
[0492]
[0493]
[0494]
[0495]
[0496]
[0497]
[0498]
[0499]
[0500]
[0501]
[0502]
[0503]
[0504]
[0505]
[0506]
[0507]

(al Y H 7314 '
(a2)H 734 '
(a3)H 34 '

(aDH TIN5
(ab)H T 5
(ab)H T F %5
(aT)H A9
(a8)H 7% 5
(aDH TIN5

: 10Q1-GAk) BT i () 2 B2 7 B AG R B A HES
:20Q31-27) Fr ik ) R R 17 A R AR HAEE

: 3(Q64-755) BT I 2 BE 1R 17 51| 14 s i) A4 HE
10CQ64-27) Fr ik i) 2 2L G 17 F A4 R I P AR HE
11(Q85-G4k) BT IR (1) & L 8 17 71 #4 e 1) AR HEE
12Q153-G4k) BT il (¥ 2 R T B AA R Fi A S
13(Q354-2106) Frids () 2 1R 3 A4 Rl ) DAk HEE
14(Q360-G4k) BT iR () 2 FE IR T B AG R A HEE
15(Q360-2118) Frid i) Z L 8 17 F1 M) R P Ak Hg

(al0)EH 7 HI40 5 : 16(Q405-GAk) BT ik 1 L R P 51 A 1 1) P A4 HAg

(al DT FI4 5 : 17(Q458-2106) BT IR 1) 2 5 18 177 71 F4 R P A4 HEE
(al2)E P HI40 5 : 18(Q460-7121) BT iR & FE /R 7 71 F4 B A0 AR HBE
(al3)H FF 495 : 19(Q499-2118) BTk i &L IR 7 F1I M) i) A4 H
(ald)H FF 495 : 200Q499-2121) BTk i R LR 7 F1 A4 i) A4 H

(b H 754w 5
(b2)HH 759w 5
(b3)H 734w 5
(b H 7545
(b5) H 73 4w 5
(b6) HH 75 9 5
(BT H T 54w 5
(b8) HH 73 4w 5
(b9 HH 75 9 5

:4(J268-G4h) BT IR (1) 2 2 B8 17 71 F4 B oA HEE
:5(J321-G4h) BT IR (1) 2 L B8 17 71 R4 ) oA HBE
:6(J326-2107) BT I Z FE R 17 B AL 1) BUAR HEE
:7(J344~2107) BT I8 3 8 17 B AL R 1) AR HEE
:21(J232-G4h) BT IR (1) R SE 1R )T 51 A4 i) A g
:22(J259-2107) il i 2 BE 1R 17 51 M) ) A4 HEE
:23(J300-2107) ik i) Z BE 1R 17 51 M) i) U AARHE
:24(J327-2107) ik B 2 BE 1R 17 51 M) i) A4 HE
:25(J327-2119) ik i) Z L 1R 17 51| M) s i) A4 HE

(b10)H 7405 : 26(J339-2119) FTid (1) & L 1 - 5] 44 1 1K) B A g
(b1 P H %05 : 27(J346-2107) BT IR I 2 L 1R 7 71 M) Rl 1) A g
(b12)H FF 05 : 170(J142-G4h) b (1) & L 1 - 51 44 i ) B A g
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[0508]  (cl1)H 7 %45 : SCL2—k) ik () G I R - B A4 B ) AR L

[0509]  (c2)H 5345 : 9(LAb—k) B ik At G Ik 1% i B A6 i ) B4R LAk

[0510]  (c3)HFH4% 5 : 28(1L.248—k) Bl ik () S J 83 - 2 g J i) A4 LB

[0511]  (cd)HHFF4R S : 291324k FT iR () G JL 18 7 71 M) B i) A4 LA

[0512]  (cH)YHHFF4R S : 30CL334—k) FT ik i G JL 1R 1 F1) M) i) A4 LA

[0513]  (cO)FHFHN4n 'S « 31 (L377-k) BTk [ S L 18 17 H1) M) J 1) oA Lo

[0514]  (cTOH TR "5 « 32(L404-k) BT IR (1) S JE 1R 7 2 A4 i A4 LB

[0515]  (c8)HH [T H 4R "5 : 33(L406—k) BT IA (1) S JE 12 7 2 A4 I i A L

[0516]  (cOHH T4 "T : 34(L408—k) BT IA (1) S 1R 7 2 A4 I A LB

[0517]  (c10) FH/EFIG 'S : 171(L180-k) FIF ik (1) S Fa i T 7 A I i 3 A L

[0518] i, AR BRI ZHEFHIIRE A 1, K, BE— 2 RS A RS &0 8,
UM REEAM SEAES5H B al) ~ (ald) PR — T TR AR HEE A1 IR (c1) ~
(c10) FAE—TUFT R SRR L BE A B LR BT & B R R A B E RN, B 2K EH
TR A B85, RS S0 A4 42 5 ER (b1~ (b12) dAF— T TR B oA (K HEE A
IR 1)~ (el 0 FT— T i (R A4 19 L A B A4 BT 45 & A R A R AR R I 3R AT
[0519] iy, AR HILIR 2 e b i &+, K, E— 2 RS HE A Tikel)~
(eDHHFME—PUERIHEE, F 2K EFEA TRED ~ DR FE—PiEHEE, £ =%
IS 2 IS A% E Nk (g1 ~ (gD BT — PR LEE -

[0520]  (el)¥iikmIneE, e &2 5l Eikal) ~ ald) F R E— Pk aEE I Eid e
~(c10)H T — BT IR P TR B LEE RS B DA BT 45 -6 I 3R A R A2 L 1R A7

[0521]  (e2) ¥k yHEE, Hod, Wik B Fik (el) P T —PUARRIHEE H 2L T-Kabat 275K
34T 3547 AT 6 17 6207 9647 98T  100AL 100 bAL A0 247 ) & FL i Hk 3k vh IR BRI &2
S IANE SRR R S L e L R P 4

[0522]  (e3)HikineE, Hodh, e B B3k (el) A —FuAk I HEE 1 3 T-Kabat 45 134
A7 [ 8 A B i 22 9 S 5 S S 357 1) L R R 2 R R A B e 4 T I B 22 PR VA9 D I
SRR A N 22 IR 6 L 1) S R TR 2 ks IR 6 2467 1) S S PR TR S A I 96 4 1) A 2k
PR bk 2 R 2 A PR B 3 IR OV 1) 8 2 I e A2 o il 2 R UK U2 1 00 1) B R R e 2y oK
P R BT 24 1R 100D A7 ) 2 R VR L H 2R B 0247 1) 28 FE R Bk A2k TR 2 R,
[0523]  (f1)HiikRneEE, HE A2 58 Bk (b))~ (b12) PAE— AR HEE AT EiA (c1)~
(c10) HAE—HUAR I LEEAL B DU BT 5 G R R AR AR B R AT

[0524]  (f2)PUARMIHEE, o, I B3R (£1) T — Stk HEE 2 T Kabat 4i'5 [3567.53
B 7367 7647 9647 L9847 L 10047 F1100afr () 2 FE IR R HE 1L BRI 22 /D L S L IR e A 4 H &
AR E

[0525]  (£3)HuARHIHEE, Hodg Bk (£ 1) AF— ks, Horp , B TKabat 9 5 1356712
FEPR IR AL R A GATR 53BN S R TR ik e NG 2R 73 I 2 B IR Bk A i 2 PR  T6 I 2
BB BB N H R L 9607 1) 2l = 1R Wk A 9 Mt 2 IR BSORE 28 PR 987 (1) 2l i T ke 8 Ny T AL TR,
10047 [ Z FE BRI H NI ZUR B 1002 () Z L FR IR L AL AR -

[0526]  (gl)HEMILEE, A2 5l Bk al) ~ ld) FAF—HR K IEE A iR (c1)~
(c10) FAE—FUAR R LEER B BRI 45 A I 2R A A2 B 3R A7
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[0527]  (g2)HiEMILEE, A2 5l B (b)) ~ (b12) FAF—HUR K HEE A iR (1)~
(c10) FE—FUAR R LEER B DR BT 45 -6 1 3R A K A2 B 3R A7

[0528]  (g3)HuARRILEE, Hor, A\ ik (g1) F(g2) AT — PR YL EE H B T-Kabat % 5 4 27
K7 30B7 3147 <3247 5O 5247 W53 5ANT 54 L9247 L9347 . 94T RIS 1) Fak i Bk ok
TEPER) & DTN R FR R A e I B P E e

[0529]  (g4)HikILEE, Hig ik (g1) Al (g2) FAE— AR I LEE , Hod, e T Kabat i 5 [
27N 1) 28 25 B B 22 D it B TR PR 307 1) S R W 22 o A3 U IR 3 LG I R A R R 3y
FERIR 3207 [ R I BRFR I N B I  5OL 1) S I FR R AL ks R IR B =B - 5201 [ &
SRR A N 22 IR 53 I S R TR 2 ks IR L 5 AT 1) S R VR S i I 5547 (1 & 2
PR TR A NS SR 92460 1) e i B i A S 22 IR 93 1) R PR R A1t 22 (IR 94 1) R TR
A NI 2R BRSO [ B IR TR 3 NI 2 -

[0530] 4, % T AR BRI SLAE (GERE ),y T ik G IR IR Ak« S S B b 5 DA S AR ) 465 74
FarE Al , o n] DU S A PR R AL AT B

[0531]  ZRAF A A 245 VB R 46 & 0 1 5 VR 30 e ol IR il , vl Jd b T 7 V43R
153 o 45170, 1 90U S PR A4 () e T VA ) — 461, mT B2 HEW02006/109592 . W02005,/035756
W02006,/106905 . BXW02007 /114325 -1 B 77 v2 » iV E SR et di g m , X HoA B AR 4 A
TR AT PR U AT PR MRS

[0532] g4, AR B of , $RAE LU R (a) ~ Cu) HP AR — TR IR 1 XUk S Pk i A

[0533]  (a)XkE FPEH4A (Q1-G4k/J268-G4h/L45-k) , Hrb , 8 — Z Ik N HE 9 5 : LT
R LR T B A B HEE 5 2 IO T P 9 5« A PR IR U B 1R 7 B A R R A AN 5
=ZIKEEZ KN F I 5 ORI A Lk

[0534]  (b)XWEE R PEHUAK (Q1-G4k/J321-G4h/L45-k), Hod , 55— Z N FEFI 4R S « LT
TR 2 LR T B A B HEE 5 — 2 KON FH P 1 4 5« 5 P 1) 2l BE 1R B A e PR HAREE A5
=25 EN 2 AT F 5  OFT IR 3 LiE

[0535] (o) XWEFRMESUMA(Q31-27/]326-2107/1.2-k) , Horp , 55— Z N F PR 5 : 20
R Z LR T A T HEE 58— 2 KO HR T 9 G« 6 I 1) UL 1R B A R T HABE AN 58
=25 EN 2 K NTF 5 ST IR A Lk

[0536]  (d) XS PEHUAK (Q64-255/]344-2107/145-k) , o, F— L2 KA H B F 45 : 3
BT i 0 G G 5 B R HEE W 38— 2 KON P 5905 - 7RT IR I 2 R B2 17 21 A4 R () Hig AT
F=2KE5EN 2K NTF %S ORI A LEE .

[0537] (o) XUEF PEHIAR (Q64-27/7326-2107/L334-k), Horh , 55— Z Ik A H F 5144 5+ 10
BT ik () L G 7 5 R HEE W 58— 2 N P 51905 - 6 BT 0 2 R B2 17 21 A4 R () Hig L AT
F=2 K5 EN 2K NTFF 9 'S 30T R LA LEE

[0538]  (£)XUF PEHIAK (Q64-27/T344-2107/L406-k) , Horh , 55— Z Ik A H F 5144 5 : 10
BT ik () 2L G 7 B R HEE W 38— 2 O P 590 5« 7 BT 0 2R R 7 2 A R () Hig L AT
F=2KE5ENZ K NTFF 9T 33T LA LEE

[0539] (@) AU S ME 344 (Q85-G4k/J268-G4h /1L.406-k) , Hrh , 85— Z I N T F4R 5 : 11
BT ik () 2L G 17 B R HEE 58— 2 MO P 590 5 - AFT IR 0 SRR 7 2 A R () HiE L A
F=2 K5 EZ KT 9T 3PS A LEE
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[0540]  Ch) XUE: SR HiAk (Q85—G4k/J321-G4h/1.334-k) , Horh , 85— Z Ik N T F 4R 5 11
FIT IR 1) 28 B 1 e B R T HEE 58 — 22 IR N HH e 91 9 < 5 Pk 1K) 2 18 e 1) A s (X HgE A
F=2Z K EHEZ N F9 S 30rR A LEE

[0541]  (i)XUEE R PEHUAA (Q153-G4k/ J232-G4h/L406-k) , Ho , 85— % Ik A H B A 4 5 -
L2FT IR B S L R 7 H R BT HEE 85— 2 KON P B4 5 < 21 BTl (1) 2 R 7 91 R R T HABE
M =2 K55V Z KNT 595« 33FAR I A LEE

[0542] ()X St Hi44k (Q354-2106/7259-2107/1.324-k) , Horpr, 45— %2 ik A 7 91
T L3RI 2 IR 7 AL B HEE 55 — 2 N P P90 5« 223 I 2 B2 1R T 31 Al B H
BB =2 RSB 2 NP9 S 29k LA LEE

[0543] (k)XW Rt HiAk (Q360-G4k/ J232-G4h/L406-k) , Hd , i — Z A H B 9 5
VAR IR B S R 7 D RGBT HEE 55— 2 KON B R B4 5 < 21 FITal (1) 2R B8 17 91 ) R T HBE
M =2 K550 Z N7 5905 « 33 I A LEE

[0544] (1) X4 S Hi44 (Q360-2118/J300-2107/L334-k) , Horfr, 55— % Ik A B 7 51 4
5 ISP I 2 R BAL BT HEE 55 — 2 N P P9 5 < 23 T 1 28 B R 7 31 A B H
BB =2 K5 E N 2 NPT 30Tk LA LEE |

[0545]  (m) XUEE S PEHUAA (Q405-G4k/ J232-G4h/1.248-k) , Hi , S5 — L ik A H #5140 5 -
L6 T I () 2 R 7 D1 ) R T HIBE 55— 22 IOV B P B 4 5 < 21 BT ol (1) 2 18 1 1)) P T HBE
M =2 5560 2 NP 5905« 28k I A LEE

[0546]  (n) X4 S P $i44 (Q458-2106/]346-2107/L408-k) , Horr, 55— % Ik A B 7 51
T LTRTIR ) 2 e e B AL BT HEE 55 — 2 KON e P 9 '« 27 I adk 1) 2 B 1 e 31 A RS H
B =2 I G B 2 NS 34k LA L

[0547] (o) WURR MM (Q460-2121/T327-2119/1.334-k) , Horpr , 85— £ ik R HH 5 51 4
T ISR B R 7 P A B HEE 55— 2 O R P 31 4 5 < 25 i 1) 2 12 T 31U A R T H
A =2 RS B 2 TS 30FTR S A LEE |

[0548]  (p) XU S M Hi4Ak (Q499-2118/7327-2107/1334-k) , Horpr, 45— %2 ik A HH 7 51
T LOPTIAR I 2 1R 7 AL B M HEE 55 — 2 N P P9 5 < 24 B I 28 B 1R 7 31 A R H
B =2 RS E N 2 NP9 S 30Tk LA LEE

[0549] (@) XUHF S MEHi4k (Q499-2118/J327-2107/L377-k) , Horpr, 55— %2 Ik A B 7 91 4t
5 LOPTIAR I 2 R e BAL BT HEE 55 — 2 N P P9 5 < 24 B 1 28 B 1R 7 31 A B H
BB =2 K5 E N 2 NS 3L A LEE

[0550] () XU S PE AR (Q499-2118/]346-2107/L248-k) , Horf , 85— £ Ik A H %1 9%
T LOPTIAR I 2 R B1AL BT HEE 55 — 2 KN P P9 5 - 27 B d 1 28 B2 1R 7 31 A B H
BB =2 5 E N 2 NS 28k LA LEE

[0551] () X4 S PhHi4k (Q499-2121/327-2119/L404-k) , Horpr, 55— % Ik A B 7 91 4
T2 20 AT 1) 2 R P BAL BRI HEE 55 — 2 KON HH P 919 '« 25 BTk 1) 28 B e 7 31 A RS H
BB =2 K5 BN 2 NS 32k LA LEE

[0552] () X4 S P Hi44k (Q499-2121/7339-2119/L377-k) , Hrr, 55— % Ik A B 7 51 4
5+ 20 T 1) 2 R P BAL RSCRTHEE 55 — 2 KON HH e P 9 '+ 26 Tk 1) 28 B 1 e 31 A RS H
B =2 IR G BN 2 NS 3L LA LEE

37



CN 103298937 B W OB B 34/41 7

[0553]  Cu) XUAE S PEHUAA (Q153-G4k/ J142-G4h/L180~k) , Ho , B5— L ik A #5147 5 -
L2 Fiv ik () 2 B 18 1y B ARG BSGHTHBE S 38 — 22 IR N B P 9 9 5« 170 Firads () 2 22 B8 1 1) A T H
BB =2 RS BN 2 NS L TUIR R 3E A LEE

[0554] T AR BHRG S AR , AR HE S5 A8 7= A BuAR i 40 B L 1 3= B alifh 7532, /IR T 51 4y
& S B R A B S SE R DUAE AR T, T biie R B2 S AR R UE R A %
[ () D BE WIS, 25 EAS R B v o 4511, 5 AR D B ) oA P A2 20 B 491 G R A B AT 3R I8
IS B AR AA ) 2 L BR T B (N g 2 0 0 B 2 PR VR i o A R BH I At A0 X B A
[0555] A I F) XU S Pk oA T DAL JE e AR AT AR N 520 BT 2 S 40 92 2 il s

[0556] g4, P LAFE T B HIF . IX/F . IXaBURBAE . XBUA R 2 51, 48 A AU AR A 7
B oA R 2 DR B A1 B AR R E Bk o HARHL , v DL T-JuF . IX/F . IXafu AR BRI  XBUAR 7
TR IR BRI 2 8 R G H B NRIA B G & U 18 E AT RIE (SR
Bl ,Co, M. S. et al., J. Immunol. (1994) 152, 2968-2976 ; Better, M. and
Horwitz, A. H., Methods Enzymol. (1989) 178, 476-496 ; Pluckthun, A. and
Skerra, A., Methods Enzymol. (1989) 178, 497-515 ; Lamoyi, E., Methods
Enzymol. (1986) 121, 652-663 ; Rousseaux, J. et al., Methods Enzymol. (1986)
121, 663-669 : Bird, R. E. and Walker, B. W., Trends Biotechnol. (1991) 9,
132-137).

[0557]  f Jy s dd (¥ SL 451, W 2% HIML3 Z %44 . pUC R % 4K . pBR322 . pBluescript .pCR-
Script&Fo 534, N T AT cDNARRIE e VTIBR I L BR T Bk Btk 2 4t , i m] 2% 46 4 pGEM-
T pDIRECT\pT75 o N 1 AL 7 AR B I FroAds i s F a0 AA I) , Rk B R A FH AR R IE %
A, 1, R T AE K B 3 BEAT RIS B T B BARAE K T i T S AR A, AR
PAJM109.DH5a HB101 \XL1-Blue 55 KMt i JufE WG, i A=A fe % LA K i B
FCRIA BB Wt lacZ a8+ (Ward%%, Nature (1989) 341, 544-546;FASEB J.
(1992) 6, 2422-2427).araBJizF(Betterd, Science (1988) 240, 1041-1043).EXT7
JA BT AR N RBAR, B T BB AR A BT 3 pGEX-5X-1 (7 7 b= v T D |
“QlAexpress system” (7 7 L i) .pEGFP B pET (MHt , 15 FARIE NFRIATT RNAE S
BL21)%%,

[0558]  Fy4b, Fak BRI AR n] L&A T4 b B 1915 5 2 21 AR 8 T - Wb e A 1)
&5 P50, e KA B B B s 7= A, nf LA Fpe IBf5 5 /7% (Lei, S. P. et al J.
Bacteriol. (1987) 169, 4379) #RAA R 15 F 40 MR T N FT LA F B an &AL 575  HL % AL
kAT

[0559] & 1 KM T LA AR, 92, 1 Sk FH T i3 AR B T S A4 (1) 38 R 5 3 AT 2% Hh R TR
FLENYI FRIEEAK (B WIpcDNA3( A > B R & L+ ) . BipEF-BOS (Nucleic Acids.
Res.1990, 18(17),p5322) pEF.pCDM8) \ 3K i5-T- & H 4 (1) 31K 244 (41 01 “Bac—to-BAC
FRRI B 80k R 407 (557 = BRLAID < pBacPAKS) S U5 TR M A 26 15 3 A4 (451 ar1pMH1 . pMH2)
5T 5095 35 (1 IR 3R AR (9] WIpHSV . pMV « pAdexLew) « eV T i 4 L 251 18 34k (1]
WipZIPneo) RIE T BEREI 158K (5120 “Pichia Expression Kit” (A > B Rz 7 i)
pNV11.SP-QO1) SR Tk BLAT B 1) R 38 244 (51 2 pPL608 . pKTH50) o

[0560] 24 7 7ECHOZH I . COSZN ffd \NTH3 T34 M S5 54 4 i rp 3347 R ISR, FIE UKL 1) 25 44
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WAEA FITAE A A BEAT RIS P F5 10 J3 37 B ansv40 B 35 (Mulligan%s, Nature
(1979) 277, 108) MMLV-LTRJE&)¥ .EFlaja33+ (MizushimaZs, Nucleic Acids Res.
(1990) 18, 5322) CMVJa3l+5¢ , 4 FAT Al T e 5 A0 4 ) 2 DR (ol , B AR 4 2540
CHr 8 3 \GA1855 ) SR % 0| 1 Z5 W v R DR ) Wk — S8 I ok o A Dy B AT SR Ffrip M ) 204, P 2%
tH 41 4ripMAM. pDR2  pBK-RSV . pBK~CMV , pOPRSV . pOP 1 3%

[0561] Bt , Ny ) FrE MR AL R DR I BT 14 200 B Py 1) 2 DR 48 DUEROT , AT 2 1) sk = A% 1R
A RS 72 R CHO 40 B 3 N A7 56 FL 30 47 40 3% 1 DHF R 2 DA (1) %8 44 (9] ipSV2-dhfr
(“Molecular Cloning 2nd edition” Cold Spring Harbor Laboratory Press, (1989))
S, M R RS (MTXO BEAT A I 0%, D54, R 1 AT ZE DR W I S i, AT 2% A%
G AR E AT FIASVA0 THUE I R I COSEH Y , I H A SVAOIK) & il i 1 344 (peD %)
BEAT AL I A e S AR i 36 P DS HRVE T 2 i 2 I 2 L AR 2L SR 25
(BPV)ZEH S il AL il BET , 9 1 7275 40 A b 4 3G 5L DR 4% DKL, RIABUA P LA S A R
Ve FERRIC I 2 B 55 R g CAPHD BE DR L I 30l CTKO 28] K W AT TR B R e 1 MR v T 1R
AR AL B (Ecogpt )RR . &M BRIk SR B (dh fr) ZE DR 25

[0562] o LT A5 AR K BH BB A4 AT LA A i 32 40 B PN BB B b (1 35 B2 55D 70 15 4k sE
Jt b2 B — B AR  BUAR ) 3 15 SA AT DU A B A Ak o B A R 93 8 L 24k
T35 FTATATIR 58 o a0, R B0 E i B2 Al Ak L1 g 2% R o8 3h b A FIUTE VU
FRIFEERL L 2808 L S TR L SDS—5R T J It Fc R HEL VK S5 v RDHRL VKV I BT B A 5, ED R 0
TUAREAT 7 5 4lidk .

[0563] RN iBis , Al 28 491 o RN A T | B8 A8 i (1B L K i BRI I 8 L
M v W A i vk 2 (Strategies for Protein Purification and
Characterization: A Laboratory Course Manual. Ed Daniel R. Marshak et al.,
Cold Spring Harbor Laboratory Press, 1996).iX6{f it ydzn] DL g YRR €8 ik y2: 45 4
HPLC FPLCAF VUM 3 V5 R HEAT o M 9 T TR BB VR A, T 28 i Protein AFE.
Protein GH:.®lt, /N1 fProtein AT, Al % HHyper D, POROS, Sepharose FF
(GE Amersham Biosciences)® . A% WAL & 18 AIIX Sealifl VAT 1 i AL ik
[0564]  Fir43HiAdk ] LA A4 B 28 2 5 o FUAA 1) 43 B8 2l Ak m] DA FH I8 1 2 B o v P £
(43 B A T il R ENE B R A A SR TR S I R A L RS REE L SR
AT L SDS TR A Jefs I Pt s P DK 5 P s L DK S5, RITAT R AR BEAT 70 B8 L 24K (Antibodies
A Laboratory Manual. Ed Harlow and David Lane, Cold Spring Harbor Laboratory,

1988) , B IFAERR 52 T Uk o My ATl iE s i RO A1, P28 HiProtein AfE.Protein GAE

.
L

[0565]  fE AR HFHUERI LA T2 BT BAE A FF. VILIR ZhRe , IR i 42 % B Y
PO HHRRAE A DR 2 8 DR 0955 T (I B8 B AR T 5 S 1) B I A 25 A B R s
AT AE G s I R I R L BRI SR R A L R ke, T L S R T A
F.VITT/F . VITTaff) DR AR BER = 1M 51 H I 5 5 2 995 1 M A0 LA 0 7 ¥R 7 8k » 1
o, B4R A I A P A DR S R ROF VI TT/F VI T TaZh B8 M AR BB = 1 5156 H 1 5 e om
(1) AL AR ARI AT 36 97 77

[0566] A B AR LA & A R BH HR L BRI B RN 2 2% bRl 452 g 19 (2D 254 -
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W, AR R R Ak, IR AR IXBEE . IXa  FIF . X3, HAREF . VITI SRR ST iR 1E
FHT-F005 A0/ B Y7 0t 1 £ A H IR e s  BROEH HH I 51 S ) 5 s B 2 it (25 M 510
B

[0567] A B rh, H AL A4 HE I 22 97 B E b O 5 ) 1) 22 9 A& 4R L e EHE . VIT TR /B
GBI R VI TT(F . VI T Ta) i35 M A P AR B sk = 17 5 350A 998 R/ B0t Ji ) 2 98 o A SRix 28
PEIPT , AT 28 B0 F3dR I AR A B BIE VI LT /F . VI T Laf 30 MR B0 o R P I A 9 I 45
PR A5 5 AE AR R T 1% L2007

[0568] Ay Y vAYTBLINR B B A A & AR B SR E R RO I A A, o]
PURR B 75 22 50 HOA S PRI E Y 1 22 b mT B2 32 B 3044 L A SR b AT VR If 1l 77 4 o mT 2%
HH A A BRI K S AR B R 7K R ) IR R B A R (PSR LR S5 ) G2 1 1) B B2 AT A IR
MR T ANLERS) B JE77) R MG M7 (PEG . Tween ) L BE & 71| (EDTAZSE ) BORG 4 7)45 .
FAh BT LS LR FENZ K GO E A W RAGERE A& R HER .
B AW R AT B E IR R A FIR BRI R Z IR A 2 IR 55 L IR 2 W A B 55
WESS B KA H 53 478 R0 1) BT e SR B o A 1 D S FH A T 5 7] 24 L g A 2 2
K R E AL S R B S, 9, D- L AURE B DB R M L D—H R S, ]
L5538 24 () BhyaE ), BIInEE (2 5% 2 ol (A /% JPEGEE) 4R 88 R R 1 V% P 77 (R 1
FUFEER0 5 11 BLEL S 20 L W& VO 188 JHCO-50) 25 3 FH o A 41, il et 7 il 7 VR 4 1% B R
A (hyaluronidase), ] PLHEAT B RV & M) & T 4525 (Expert Opin Drug Deliv. 2007
Jul:4(4):427-40.).

[0569]  S4b, iRYETRE ZLA AT LUK AR B PuiE B N R CRR A4 % R R IF AR
A7 R 5 ) S ) B ), B DR AR 25 A 38 R 4 (T AR i A TIOBR W BRL VR oKk 5
TGN K e #2255 ) (S HE “Remington’s Pharmaceutical Science 16th edition”, Oslo Ed.
(1980) 55 ) o BETM » 45 24 7] fil] Jy G2 R 11 24 R I 7 VA 28 8 R, Al d AT AR R B ) S 4
(Langer et al., J.Biomed.Mater.Res. 15: 267-277 (1981); Langer, Chemtech. 12:
98-105 (1982); FH L HIHE3,773,9195 ; BR M LRI HiE A FF (EP) 558,481 5 ; Sidman et
al., Biopolymers 22: 547-556 (1983);EP%5133,988%),

[0570] AR EAZIMA AV 4625 B2 B R B PN E VA 25 7515 R AR I AR L
B IREAR IR I PSRN AT R JE 5, e 2 R IR AR I I R B e 5, T 6 T R AR
FELRATEAAEO . 1~2000 mg7r1~FIR G2 . BARIEO. 2~1000 mg/ K 3t — P ARE0. 5~
500 mg/ R HE—PHAREL~300 mg/ R H—DEMIEI~100 mg/ K EHEMIES~50 mg/
R IX L5 2y SRR B R AR RS 25 25 7R M As (0 R B AU AR 2 AT
DU BIA PG YA 2= 5 2 M AR IR AR B3 e T I R R B e

[0571]  S4b, AU IR HR E gmhs A 2 B B SO AR I 22 TR B IR 3 71 > 175 R g A i I
()P4 1 DR B0 B B A 22 8 DRV 7 AR S iR AT S RVR YT AE R 25 T5 18 B 1 R AR
AL B 25 2 A 3 v DAE 25 T IR AR S5 vp , B0 T BRI 3 S8 0 B3 A IR s 55 3
M AR ER A P EE A IR B A DS B  HY J B S R Flop R R (S Ado Lph ‘7
WVAAS ) BE” ) CRC Press, Florid (1996)) BUE i 78 T Ak 4 b2 2k 844 (W093/
17T706%5) R4 245 AR , R EERESURAE MR N Rk I R IEHAE A AT i kAT = v
4524 AN I T S R HE OIS AR G AR A IR R B VIR AL 23 P L R4 21
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TR BUVLR N ) BEAE HEAT VRS RN, BOUER PR bt ORI A 55D L B 24 5%
TH LA ISR I T VRS ) SR 4 T 78 I = o 1 ] DAAE AR AR R A % e ki ph i (32
[ % F 554,945,050 ) L BRP B3 I8 S ek 1 V3 40 Ff 1 B Sk Y5 40 i SR HEAT 45 28, 1 %40 i
SNEE, HILE Tt AR R R BRI R R RR YT, BT LA A gmhd A R B A
ERGE, ATz, B, B 5 g g AT IAQ1.Q31.064.085.Q153.Q354 .0360.Q405.Q458
Q460.Q499. 7232, 7259, J268.7300.J321.J326.J327.7339.7344,J346.J142.L2.L45.1.248,
1.324.1.334.L377.1404 14061408, L1 80X CDRFI B L 7 771 1) J: A

[0572]  S4b, AR BHAR SR At F T FUBH A1/ B0va T H L S A8 HE I 0 278 < B HE 0T B 1 RS Y
PR 7%, A S 45 T A R ISR B & V10 20 38 - AR BCH A W) 45 24 ] Je 61 4
[0573] T, AR W3Rt B T 78 bk 5 i v A F IR ) B, B3 /D B0 AR ok B R ik
S AW B ZAR G S P IR AT DA R VRS 1 VRS AR G LRI A T TR A
A R B BOC A 1 T B A .

[0574]  5i4b, AR B KA & ) 2 e PR 45 & 4 7 BONERE et g VB &4
TE 38 H A A ) R B R S I 5 A P s 1 F R0/ By T T AR 1 A&

[0575]  5y4b, Ak BHAL W JoAs W ) 2 e MR P R 45 5 40 F BORURE e R fi AR VBRAE 54
FCR T i A 7 B EE HH 100 5 | A P s 1) TR A/ BTR 9T

[0576]  NF-uiAH , A U6 B 5 51 B A A B SCHRAE IS8 R AR UL 5

S HeE 51

[0577]  DATI , ek SE Tl 5] HL A4 i BH AR R B AELAR i B AN 52 % 6 S it 451 I R A o

[0578]  (SZiEfll ) LA . Xar™ A A BE3 P I XU S PR A4 1) il 1

[0579] WO 2006/109592 , {5 R B A ACEF . VIT TR ZhEE A3E T I SRS e e P Ak , 3715 T
hA69-KQ/hB26-PF/hAL-AQ. {H & , AR FuAf 4 A S AT G H A #1318 s SLRAE 5 12 B2
F.IXabAF. VITTa 4 K44 . XV A0 1) R R o

[0580]  fiPE 1 frid, S5F. IX/F. IXaBkF . X&5 & U AA nl Ge I fIF . IXa 5F. VI T Taff) & A 44
(Factor Xase(F.Xase))JERL-BLEHIHIF . Xaseld I (F.XHIIEA) « LLF , 14 F . Xase T gl 41 ]
H1/BEF . Xased PEAHIVE FIIE AE . XasefIHI1E F o F . Xase MHI/E H A& PAF . VI T Ta k4l K11
I R HE] AT AT BRI AR AR B F VI LI IhEe (B 48 T HIF . VI LTI DhEe o A
I, TR AR 4R U SRR B B ARIIFE . Xa = AT 3 g PE s, 3k 7 5E PR AR [ J2F . Xase )
HVE A R b, ZEZERFR . VIT TR ShRE I 238 R 52 R FIF . VI T TG 7 10 5 1
1E I, SR AR R A RENGE . Xar = AR ARV T L DL P . Xase HTHIAE 95

[0581]  {HJZ,F.XasedIH{E FIER AT 5305 (F. IXa Ml /80P . XO 45 &3 —HiAk i JE A Pk i
P J7 1, HAF . Xar= R #E S ME (RO VITIRI DhRE) (K XU S e fi Akt 55 2 5y R
(F.IXaMF. X0 &5 5 At TR MELLIRIFAS AT Xase i/ T R AT Xar A2 3
G PR (AR F . VITT I B B8 ) (K 0URE S PR A4 o (R ASE B, T3 6o XURR S PE AR 5 N R PR L
TEREARE . Xasef M hil/E BRI 4R B FRIUE. Xar= AR @6 1 E AT vh 355 B
[0582] A% B A JH S A AT AR N SR A F Y 7732, B, i i A IR CAF L TXaBAF . X0
G % B B D) AR 7 A 4 R RIS PR LY, JF AR PR TR B N IR B A, HH R AT A
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F. IXaFIAF . XEFoAg S DR 25 il E 29200 P o 1 8- 40 A4 B DR 2 5 22 sl ) 2 i 3R A 304 o

[0583]  J@#ITHFHUAF. IXaPuikHEE R IE AR\ HUNF  XPURHEE RIS SRR LA Pk LR
TR BAR ] Is) X HEK 29 SHAH Jf S50 7L SRS 40 MUk AT 54 4%, A N PnF . IXafu AR AIHIF  XSURRI45
I 38 1 475 LA XS S PR BT LR L AR EL DG IR, il % W0 2006/ 1095921 id
[ XS S HTUAAhA69-KQ/hB26—PF /hAL-AQUJF 51|45 : 165/166/167)

[0584]  HiTFWO 2006/1069058KW0 1996/02701 1 11T 8 1) S AR 5 N 55 HEE [ CHI 45 4 5%
W, R TR FEEERIE T U DA G A% 5% LI BB FProtein Ad I A4
BEARN A FIR Tk AT 44k

[0585] Ak HH AN LA TR T5EMNE T X EeHURRIF . Xa™ A A2 #EiE Pk [l B35 7E = il T i3
1T

[0586] & HI50. 1%4- G A S I TrisG e A B ER K (LA, BRI TBSBO R R PL A ¥
5ul.. 527 ng/mLEJHuman Factor IXa beta (Enzyme Research Laboratories) 2.5uL#l6
1U/mLEINovact (GEMFIAR) M (fbst RMLIETFVERE ) 2. 6uLiB A o, FE384fLIR P 7E =
B 5305 8.

[0587]  #nin24.7ug/mLEJHuman Factor X (Enzyme Research Laboratories) 5uLifjf#
IR W OB S S U6, 104381 5, U im0 .5 M EDTA SuL il 2 45 1k o A AR 4 )RV va Wi
Sul, B Al T B UR .50 B ) BB 8 OS5 A il SpectraMax 340PC** (Molecular
Devices)ME405 nmfIWR G EEARAL o F . Xay™ A2 72 S T J8 ik AR I 044 1) I 2V VI e
J2 R 25 AR N AAR (19 s LV TR ' BE T A O R R 7 o

[0588] Human Factor IXa.Novact(JFMiE#r) MAIHuman Factor XHIVEF|ZTBCP(EH
93.75uM T ARVAVR (SYSMEX CO.), 7.5 mM CaClz, 1.5 mM MgCl2ff) TBSB) o 2E 4 IR MVA MR
5-2222™(CHROMOGENIX) FIZ /K VAR %1.47 mg/mL, FI T A< 56 o

[0589] AR EH AN T VEMSUEIIE . Xase IR AT, 1 FHUL N 77 iE € TF. VITTaff /e~
[FIF. IXa X F . XV A 520 o 2 N8I 7E 25 30 #E AT o

[0590] ¥ H50. 1%+ s A S I TrisGE P A2 B EL K (LA, BRI TBSB) BRI PLAA ¥
5ul..580.9 ng/mLiJHuman Factor IXa beta (Enzyme Research Laboratories) 2.5uL
IRE G 75 384FLAR 1 £ = Y & 3073 B

[0591] B nl.8 TU/mLAF. VITTa(HIVEINEWGIE) 2.5uL,30#0 5, #NIN24. Tug/mL
[fJHuman Factor X (Enzyme Research Laboratories) Bl FiZIR-& R KIEE I N FFLE.6
ST, U IN0.5 M EDTA SuLASE e B 452 1k o 8 N AR 2 I AV WL , B I AT I £ e R4 . 14
SR B R N L 8 FSpectraMax 340PC*% (Molecular Devices)I5E405 nmffg % &
A PR TIF . Xase i/ 8 i AR I HUAR 1) s SETR R ' B8 25 AR I AR 1) s B2
TR BT AR LR R o

[0592] WP UiH,F.VITTallid ik 75 ik hl% 455 4TU/mLiKogenate (FEM R AR )FS (X
A T VRS ) L. 11rg/mLEJHuman alpha Thrombin(Enzyme Research
Laboratories) PAL: LR EHIR G EZIEN & 17805, IS IR G — 1R &2 7.50/
mLJHirudin(Merck KgaA) oK il & KA HAENL.8 TU/mLEIFVI T Ta, 5 JiHiruding 1 73 B
Ja F TR

[0593] Human Factor IXa.Human Factor X.Kogenate(yEM T #r)FS.Human alpha
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Thrombin Hirudinft A 71& TBCP (&4 93. 75uM TEAEVATR (SYSMEX €0.).7.5 mM CaCls.
1.5 mM MgClaffJTBSB) o A= f8 JEE M I Wi S—2222™ (CHROMOGENT X) I 4l /K A fi# %5 1. 47 mg/ml,
T AR .

[0594] & XURE RPEFUARIIE  Xa™ AR HEVE VR T3 B4, & XURE BRI F . Xase !
HAE 7~ T B5. KI T EF. Xar= AR gH g Pk b7+ 1 & P e 2L 1 e, 5t prfiat, A8
F.Xar= AL B0 Mk FH 0 S S R B A Bt ST . Xase JIHI/E FI_E T, A5 XELLAE 3061
F. Xase il /£ F 4 [R B 5 F . Xar= A {2 3E 9 1 -t o

[0595]  FEIXFEMPIRULT , YENF . Xa/= A (R #E7E M i BLF . Xase I/ AR K 0URR S PRt
A, AR HE R AR B1Q1-G4k/ J268-G4h/L45-k Q1 -G4k/J321-G4h/L45-k.Q31-27/]326-
2107/1.2-kQ64-255/J344-2107 /LA5~k . 5. F Ui B , YE AHUAF . IXadii iR HEE , 132 T Q1-G4k
UFF 4R 1DQ31-27F TGS : 2) . Q64-255 T T 42 : 3) , /EREEARHTAF . XIuikHEE , 15
27 J268-GAh P F 45 :4) . J321-G4h (FFN % 5 :5) . J326 2107 (JFF 45 :6) . J344-2107
FFgR"5 T AR REEARIL G HUALEE 18 8] T L2-k(JFF %% "5 :8) \L45-k (/P F %5 : 9) T
T ARG TS5 Z AT KRR B X, & F 5 2 AR EE X o S8R 7 ik 448 i 7 s 2
P B TR BRI -

[0596] E 45415 T-hA69-KQ/hB26—PF/hAL-AQIIE . Xa /™= A= T2 ik Vi Tk (1) AR S M B A4 114 K
Z RN TS BT AR IR AE B A S I . Xase I Hl7E H , {H & BLIX 58 XURR S PR P4 (Q1 -Gk /
J268-G4h/L45-k.Q1-G4k/J321-G4h/L45-kQ31-27/]326-2107/L2-k.Q64-255/]344-2107/
L45-k) 5W0 2006,/1095921 Frit #k i1 hA69-KQ/hB26-PF /hAL-AQHHLL , ELA & KR . Xa/= 4 R
BEETE I B A IRAF  Xase il 1E H o A8 & BN UL B 4R (e ke AR i dd , ik — 2 2
miF . Xa AR FEETE IR SSF . Xase HIHIE BT 79 6 TR F  Xa ™ AR EvE M L I
IIGF . Xase I/ R OURE Bk R i e 7 T 2.

[0597]  (SEZjfaf2 ) B i ia i fil

[0598] A< B A2 i FH T 5 N 9848 [ PCRAE A AT B AN 573 28 Bt 7 v, AT AR AR 3t
M %, 4B NS a1 A IRKIE . Xa 7 AL A HE 0 P AITE . Xase 30 HI4E A 77 A2 B i )
R IEIR TAT , FE A VAR B R BE A 2 A, AT BEAT AR EE AR BUAIOIF . Xa = A4
BEE R — D AR i FFATE . Xase M HI/E YR 55 1 20 S 1 B e [ ik

[0599] SN 7 R LR B 4 1 BAS U DURE e P A Tk 5 R AR AR AR ) (1) 77 V2 AT R
RIEFF AL X EEHUAR IR . Xar= A (R BHG Mm@ it PR 575 0 o S B3 7E 8 N T
[0600]  F& FHE0. 1% L3 (1 & I Tri s2 P A F R K (LU, FRON TBSBO H B 1K 44 75 VR
5ul.. 527 ng/mLEJHuman Factor IXa beta (Enzyme Research Laboratories) 2.5uL#l6
TU/mLENovact GEMFFIAR) M (fb% MG EE5E BT ) 2. 6uLiR & o, fE384fLIR P 7E =
B E305 8.

[0601]  ¥xin24.7vng/mLiJHuman Factor X (Enzyme Research Laboratories) 5ulLifijf#
IR AT T B RN UG, 24y 8 W N0.5 M EDTA SuLiii Al 12 1k s /A 6 i vaE w5
L, B AT S 10 S SR B o 209 B ) S €8 S B I, A I SpectraMax 340PC*** (Molecular
Devices)ME405 nmffIN 6 ARk o F . Xa ™ A AR BRI R I A 8 ING B 1 e L W
J w2 AR S AU 4 5 R R Y6 B T AR LR R R

[0602] Human Factor IXa.Novact(JEMTEAR) MFIHuman Factor Xde J&FFIA&TBCP (&
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£93.75uM BERSVEW (SYSMEX CO.)), 7.5 mM CaClz, 1.5 mM MgCl2ff¥JTBSB) . &= (2 7%
#iS—2222™(CHROMOGENTX) FHZE /K AR A 1. 47 mg/mLARAE

[0603]  HUAKMIF. Xase il {f H t i1 O £ 10 81 5 V2 K v o

[0604]  EAZMXURE DRI . Xa ™ AR 30 YE R T4, % XU MU AR IO F . Xase il
Hi/E AT K5,

[0605]  fE . Xaj= A ARG PE i HLF . Xase M HIA/E FIE A XURE S PEBUALR , A H i & A 75
3 7 Q85-G4k/J268-G4h/1406-k .Q85-G4k/ J321-G4h/1.334-kQ64-27/]344-2107 /L1406 -k
Q64-27/J326-2107/1.334-Kk BT ULEH , fE AFTAF . IXadURHEE , LI T Q6427 (/7 H) %5
10).Q85-G4k (/7 F g5 : 11D , /B AF . Xar= ARG E L AR5 FUALSE , I T 1334k
7 F9%*5 : 300\ L406-k P F 45 : 33) « IRQ85-G4k/J268-G4h/1.406-k.Q85-G4k/J321~
G4h/L334-k.Q64-27/]344-2107/L406-kQ64-27/J326-2107 /L.334-k[{IF . Xase I /£ F
TR S HF  Xa =4 (R BHG M J KR S & o 6 T IX B8 bk , 5F . Xase Il £ F 16 32 &1 AH
e F . Xar= AR BHE PEAE T K, R SAEARSUA R LL 7T DL — 20 8 F  Xar=E R ENTS
F.XasedlIHI1E FH o 3% A%, KB T HHIF . Xase il /5 F B RIS HE . Xap= 245 (2 HE3E 42 w1 1
HE,

[0606] 3y Y Ji 3ok 4R S PR P AR SRAR B P VI T T T BE , DA AR 1 S o T 40 B AR B A4 114
F.Xar= AR 36 PR B0 Ry, 08 1 7EIG PR B X 4ERFF.VITT By DhRemy B A2 R AHF . VI
HIFIRIE ST (0 B0, IR I 2 F . Xase MU IR FSE AR o DAL , i3k — 2 3E AT 0038, hiE
APEEF . Xase 1€ A, g — B3R EF . Xar™= A (R 3G 1 00 0URR S P 4

[0607] &5 5%, VENF. Xar= AR 3% Pk & BLF . Xase #H1/E AR 0 XUE: S vE 34k, 153 1
Q153-G4k/J232-G4h/L406-kQ354-2106/J259-2107 /L324-k .Q360-G4k/ J232-G4h /L1406 -k .
Q360-2118/J300-2107/L334-k.Q405-G4k/J232-G4h/L248-k .Q458-2106/J346-2107 /L408-
k.Q460-2121/J327-2119/L334-k.Q499-2118/J327-2107/L334-k .Q499-2118/J327-2107/
L377-k.Q499-2118/J346-2107/1248-k.Q499-2121/J327-2119/1L404-k .Q499-2121/J339-
2119/L377-k.Q153-G4k/J142-G4h/L180—k o 5 T VB , fE AFLAF . IXafidkHEE , KW T
Q153-G4k (7% T : 12) .Q354-2106 7 F i 5 : 13).Q360-G4Ak (751 %5 : 14) .Q360-2118
FH9'5 : 15).Q405-G4k JEFN i 5 : 16) .Q458-2 106 (T F 4w 5 : 17) .Q460-2121 (JF 51 &
5:18).Q499-21 18UFF 4R 5 : 19) .Q499-2121 (JEF 45 : 20) , /ENF . Xa = A AR #HiE E L &
IPUAF  XPUARHEE , RIW T J232-GAh PB4 5 : 21).J259-2107 P F 45 : 220, J300-2107
FH9 5 :23) . J327-2107 UFFN T : 24) . J327-2 1 LOUF T4 5 : 25) . J339-2 1 19T F| 4
5:26).J346-2 107 UFEFN RS : 27)  J142-GAhJEF S : 170) AE N EH ik LEE , KRIL T
L248-k(FEF 9T : 28) . L324-kFF 4 5 : 29) \L3T7-k JFF 'S : 31) . L404-k(F 47 =
32).L408-k(FF 4 5 :34) . L180-kUFF 4R 5 : 171).,

[0608]  XLCHUARIIF . Xa™ AT BHIE YER I & , MiF . Xase i £ F 2052 20301, R A A
HA T4 3E . VIR ThRE 1) g FEe 52 R P VI TTHIFI 1697 59 3 A A i
JR R, PUAR IR 2 BA K HLAT DA S48 2, DRI -5 10 A A FR B A (¥R VT LT 7010 2T ik
P45 25 1) 8 JRAN SRS TV AHEL  TA S B XU S M A m] o L AR A B 38 B =i A B
[0609] i i {41 1 115K it 47 2 A0 A7 FH (49 8- 1 AT AR X 1) 7 BB R T- B 6A~D o A 1 i R W
R SRSV IIF . Xar= AR 3 T, O 3 ZE A& a0 DA R B 2 1R - St AF . [Xadu i HEE
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SANLHY S R 357 A R A B i B Ay B e B 2 2 1R A9 ) 22 TR 6 LA A RS &R 6.2
BEAI AT 2R 967 1Y 22 28 R B 5 IR 98 o7 Y ot 2 BRI 997 Y 2 I B A IR + 100
A7 1) 25 75 A B B R 2 PR < 100 A7 A H U8 « 102467 1Y R S PR 25 « B F X P AR HEE h 3547 ) 1
TR VBIBLIKE 2R 737 (M R  TO A I H 2R 967 14 it 2l IR E0KS 2 R 987 1 T 2
1R 100 F) % 2R « 100a /by i) AL IR 45 o 3L AT BUAR L vh 2757 ) B = IR RS U IR 3062 1 7%
ZATR 3L RS 2R 3201 1K A3 2B i 5O (1) K 2 BR B A Bt I 5267 K 22 218 5307 (1) K
SR \HADT I R 55 I A 2R 9207 Iy 22 IR 937 1) L2 2 R 9L IY) i U IR L 957 119
R AR 2 (] AR X [ F LR Y 5 4 T Kabatéi 5 (Kabat EA et al. 1991. Sequences of
Proteins of Immunological Interest.NIH)).

[o610] b sE AT

[0611]  sEHIE AR W], SRAACEE . VITIH) DGR VG PR & 1) 2 55 e MU S 45 & 0+, iR
] Bt P2 I P SR PR 7 () A o S 4k S iR AR F  VITI R DhBE B3 T i JF HLF . XasedTl
HiVE RIS 245 me PR LR 45 5 01 O TR0 g M ) I 1K P 2 ) A

[0612]  JHH , A NIEALSUARAE ML b B AR E PR et S JELRARR , BRI A R AR BH ) 22
MU/ A2 R LB AER.
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R IES

<110> CHUGAI SETYAKU KABUSHIKI KAISHA

120> HAMRGEME VIR DIBERI ShEae i) 26 R Ui 45 5 7+

<130> CI1-A1007P

<150> JP 2010-257022
<151> 2010-11-17

<160> 179

<170> PatentIn 3.4
<210> 1

211> 448

<212> PRT

Q213> AT

<220>
223> NLR%

<400> 1
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

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

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

Ala Ser Ile Ser Pro Ser Gly Gly Ser Thr Tyr Tyr Arg His Ser Val
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Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Thr

50

Gly

Gln

Arg

Gly

Ser

130

Ala

Val

Ala

Val

Arg

Met

Arg

Gln

115

Val

Ala

Ser

Val

Pro
195

Phe

Asn

Ala

100

Gly

Phe

Leu

Trp

Leu

180

Ser

Thr

Ser

85

Gly

Thr

Pro

Gly

Asn

165

Gln

Ser

Val

70

Leu

His

Leu

Leu

Cys

150

Ser

Ser

Ser

95

Ser

Arg

Asn

Val

Ala

135

Leu

Gly

Ser

Leu

Arg

Ala

Leu

Thr

120

Pro

Val

Ala

Gly

Gly
200

Asp

Glu

Gly

105

Val

Cys

Lys

Leu

Leu

185

Thr

47

Asn

Asp

90

Ala

Ser

Ser

Asp

Thr

170

Tyr

Ala

75

Thr

Gly

Ser

Arg

Tyr

155

Ser

Ser

Thr

60

Lys

Ala

Trp

Ala

Ser

140

Phe

Gly

Leu

Asn

Val

Tyr

Ser

125

Thr

Pro

Val

Ser

Thr
205

Ser

Tyr

Phe

110

Thr

Ser

Glu

His

Ser
190

Leu

Tyr

95

Asp

Lys

Glu

Pro

Thr

175

Val

Asn

Tyr

80

Cys

Phe

Gly

Ser

Val

160

Phe

Val

Val
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Asp His Lys

Tyr

225

Pro

Ser

Asp

Asn

Val

305

Glu

Thr

210

Gly

Ser

Arg

Pro

Ala

290

Val

Tyr

Thr

Leu

Pro

Val

Thr

Glu

275

Lys

Ser

Lys

Ile

Pro
355

Pro

Pro

Phe

Pro

260

Val

Thr

Val

Cys

Ser

340

Pro

Ser

Cys

Leu

245

Glu

Gln

Lys

Leu

Lys

325

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Thr

310

Val

Ala

Gln

Thr

215

Pro

Pro

Thr

Asn

Arg

295

Val

Ser

Glu

Lys

Cys

Pro

Trp

280

Glu

Leu

Asn

Gly

Glu
360

Val Asp Lys

Pro

Lys

Val

265

Tyr

Glu

His

Lys

Gln

345

Met

48

Ala

Pro

250

Val

Val

Gln

Gln

Gly

330

Pro

Thr

Pro

235

Lys

Val

Asp

Phe

Asp

315

Leu

Arg

Lys

Arg

220

Glu

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Asn

Val

Phe

Thr

Val

Val

285

Ser

Leu

Ser

Pro

Gln
365

Glu

Leu

Leu

Ser

270

Glu

Thr

Asn

Ser

Gln

350

Val

Ser

Gly

Met

255

Gln

Val

Tyr

Gly

Tle

335

Val

Ser

Lys

Gly

240

Ile

Glu

His

Arg

Lys

320

Glu

Cys

Leu
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Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp
370 375 380

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

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp
405 410 415

Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His
420 425 430

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

210> 2

211> 448
<212> PRT
213> AL

£220>
223> NI %)

<400> 2
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

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

Ala

Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Ser

50

Gly

Gln

Arg

Gly

Ser

130

Ala

Val

Ala

35

Ile

Arg

Met

Arg

Gln

115

Val

Ala

Ser

Val

Trp

Ser

Phe

Asn

Ala

100

Gly

Phe

Leu

Trp

Leu
180

Val

Pro

Thr

Ser

85

Gly

Thr

Pro

Gly

Asn

165

Gln

Arg

Ser

Val

70

Leu

His

Leu

Leu

Cys

150

Ser

Ser

Gln

Gly

55

Ser

Arg

Asn

Val

Ala

135

Leu

Gly

Ser

Ala

40

Gly

Arg

Ala

Leu

Thr

120

Pro

Val

Ala

Gly

Pro Gly Lys

Ser

Asp

Glu

Gly

105

Val

Cys

Lys

Leu

Leu

185

50

Thr

Asn

Asp

90

Ala

Ser

Ser

Asp

Thr

170

Tyr

Ala

75

Thr

Gly

Ser

Arg

Tyr

155

Ser

Ser

Gly

Tyr

60

Lys

Ala

Trp

Ala

Ser

140

Phe

Leu

Leu

45

Arg

Asn

Val

Tyr

Ser

125

Thr

Pro

Val

Ser

Glu

Arg

Ser

Tyr

Phe

110

Thr

Ser

Glu

His

Ser
190

Trp

Ser

Leu

Tyr

95

Asp

Lys

Glu

Pro

Thr

175

Val

Val

Val

Tyr

80

Cys

Phe

Gly

Ser

Val

160

Phe

Val
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Thr Val Pro

Asp

Tyr

225

Pro

Ser

Asp

Asn

Val

305

Glu

Lys

His

210

Gly

Ser

Arg

Pro

Ala

290

Val

Tyr

Thr

195

Lys

Pro

Val

Thr

Glu

275

Lys

Ser

Lys

Ile

Ser

Pro

Pro

Phe

Pro

260

Val

Thr

Val

Cys

Ser
340

Ser

Ser

Leu

245

Glu

Gln

Lys

Leu

Lys

325

Lys

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Thr

310

Val

Ala

Leu

Thr

215

Pro

Pro

Thr

Asn

Arg

295

Val

Ser

Lys

Gly
200

Lys

Pro

Cys

Trp

280

Glu

Leu

Asn

Gly

Thr

Val

Pro

Lys

Val

265

Tyr

Glu

His

Lys

Gln
345

51

Lys

Asp

Ala

Pro

250

Val

Val

Gln

Gln

Gly

330

Pro

Thr

Lys

Pro

235

Lys

Val

Asp

Phe

Asp

315

Leu

Arg

Tyr

Arg

220

Glu

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Thr

205

Val

Phe

Thr

Val

Val

285

Ser

Leu

Ser

Pro

Glu

Leu

Leu

Ser

270

Glu

Thr

Asn

Ser

Gln
350

Asn

Ser

Gly

Met

255

Gln

Val

Tyr

Gly

Ile

335

Val

Val

Lys

Gly

240

Ile

Glu

His

Arg

320

Glu

Tyr



CN 103298937 B

¢l

7/198 T

Thr Leu

Thr Cys
370

Glu Ser
385

Leu Asp

Lys Ser

Glu Ala

<210>
211>
212>
213>

220>
223>

<400>

Pro Pro
355

Leu Val

Asn Gly

Ser Asp

Arg Trp
420

Leu His
435

448
PRT
AL

NILF3

Ser

Lys

Gln

Gly

405

Gln

Asn

Gln

Gly

Pro

390

Ser

Glu

His

Lys

Phe

375

Glu

Phe

Gly

Tyr

Glu

360

Tyr

Asn

Phe

Asn

Thr
440

Met

Pro

Asn

Leu

Val

425

Gln

Thr Lys Asn

Ser Asp Ile
380

Tyr Lys Thr
395

Tyr Ser Arg
410

Phe Ser Cys

Lys Ser Leu

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Val

Val

Pro

Thr

Val

430

Leu

Ser

Glu

Pro

Val

415

Met

Ser

Leu

Trp

Val

400

Asp

His

Leu

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

1

5

52

10

15



CN 103298937 B

JE3

¢l

&

8/198 T

Ser

Asp

Ala

Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

Ser

130

Ala

Val

Arg

Ala

35

Tle

Arg

Met

Gln

115

Val

Ala

Ser

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

Phe

Leu

Trp

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Pro

Gly

Asn
165

Arg

Ser

Val

70

Leu

His

Leu

Leu

Cys

150

Ser

Ala

Gln

Gly

55

Ser

Arg

Asn

Val

Ala

135

Leu

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Pro

Val

Ala

Ser Gly Phe Thr

25

Pro

Ser

Asp

Glu

105

Val

Lys

Leu

53

Gly

Thr

Asn

Asp

90

Ala

Ser

Ser

Asp

Thr
170

Lys Gly

Tyr Tyr
60

Ala Lys
75

Thr Ala

Ser Ala

Arg Ser
140

Tyr Phe
155

Ser Gly

Phe

Leu

45

Arg

Asn

Val

Tyr

Ser

125

Thr

Pro

Val

Ser
30

Glu

Ser

Tyr

Phe

110

Thr

Ser

Glu

His

Trp

Ser

Leu

Tyr

95

Asp

Lys

Glu

Pro

Thr
175

Val

Val

Tyr

80

Cys

Phe

Gly

Ser

Val

160

Phe



CN 103298937 B

¢l

9/198 I{

Pro

Thr

Asp

Tyr

225

Pro

Ser

Asp

Asn

Val

305

Glu

Ala

Val

His

210

Gly

Ser

Arg

Pro

Ala

290

Val

Tyr

Val

Pro

195

Lys

Pro

Val

Thr

Glu

275

Lys

Ser

Lys

Leu

180

Ser

Pro

Pro

Phe

Pro

260

Val

Thr

Val

Gln

Ser

Ser

Cys

Leu

245

Glu

Gln

Lys

Leu

Ser

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Thr

310

Val

Ser

Leu

Thr

215

Ser

Pro

Thr

Asn

Arg

295

Val

Ser

Gly

Gly

200

Lys

Cys

Pro

Cys

Trp

280

Glu

Leu

Asn

Leu

185

Thr

Val

Pro

Lys

Val

265

Tyr

Glu

His

Lys

54

Tyr

Asp

Ala

Pro

250

Val

Val

Gln

Gln

Gly

Ser

Thr

Lys

Pro

235

Val

Asp

Phe

Asp

315

Leu

Leu

Tyr

Arg

220

Glu

Asp

Asp

Gly

Asn

300

Trp

Pro

Ser

Thr

205

Val

Phe

Thr

Val

Val

285

Ser

Leu

Ser

Ser

190

Glu

Leu

Leu

Ser

270

Glu

Thr

Asn

Ser

Val

Asn

Ser

Gly

Met

255

Gln

Val

Tyr

Gly

Ile

Val

Val

Lys

Gly

240

Ile

Glu

His

Arg

Lys

320

Glu



CN 103298937 B

¢l

&

10/198 1l

Lys

Thr

Thr

Glu

385

Leu

Lys

Glu

Thr

Leu

Cys

370

Ser

Asp

Ser

Ala

<210>
211>
212>
213>

<220>
223>

Ile

Pro

355

Leu

Asn

Ser

Arg

Leu
435

444
PRT
AL

Ser

340

Pro

Val

Gly

Asp

Trp

420

His

ANTLFFI

325

Lys

Ser

Lys

Gln

Gly

405

Gln

Asn

Ala

Gln

Gly

Pro

390

Ser

Glu

His

Lys

Lys

Phe

375

Glu

Phe

Gly

Tyr

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thr
440

Gln

345

Met

Pro

Asn

Leu

Val

425

Gln

55

330

Pro

Thr

Ser

Tyr
410

Phe

Lys

Arg

Lys

Asp

395

Ser

Ser

Ser

Glu

Asn

Ile

380

Thr

Arg

Cys

Leu

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Gln

350

Val

Val

Pro

Thr

Val
430

Leu

335

Val

Ser

Glu

Pro

Val

415

Met

Ser

Tyr

Leu

Trp

Val

400

Asp

His

Leu



CN 103298937 B

JE3

¢l

&

11/198 5T

<400> 4

Gln

1

Ser

Asn

Gly

Gln

65

Met

Ala

Thr

Pro

Gly

Val

Val

Met

Asp

50

Asp

Glu

Arg

Leu

Leu

130

Cys

Gln

Lys

Asp

35

Ile

Arg

Leu

Arg

Val

115

Ala

Leu

Leu

Val

20

Trp

Asn

Val

Ser

100

Thr

Pro

Val

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Val

Cys

Gln

Cys

Arg

Arg

Met

70

Leu

Arg

Ser

Ser

Asp

Ser

Gln

Ser

95

Thr

Arg

Gly

Ser

Arg

135

Tyr

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ala

120

Ser

Phe

Ser

Ser

25

Pro

Gly

Glu

His

105

Ser

Thr

Pro

56

Glu

10

Gly

Gly

Ser

Asp

90

Leu

Thr

Ser

Glu

Leu

Gln

Ile

Ser

75

Thr

Lys

Glu

Pro

Lys

Thr

Gly

Tyr

60

Thr

Ala

Glu

Gly

Ser

140

Val

Lys

Phe

Leu

45

Asn

Gly

Val

Trp

Pro

125

Thr

Thr

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly

110

Ser

Ala

Val

Gly

15

Asp

Trp

Glu

Ala

His

95

Glu

Val

Ala

Ser

Ala

Asn

Met

Phe

Tyr

80

Cys

Gly

Phe

Leu

Trp



CN 103298937 B

¢l

12/198 Bl

145

Asn

Gln

Ser

Ser

Cys

225

Leu

Glu

Gln

Ser

Ser

Ser

Asn

210

Pro

Phe

Val

Phe

Pro
290

Gly

Ser

Leu

195

Thr

Pro

Pro

Thr

Asn

275

Arg

Ala

Gly

180

Gly

Cys

Pro

Cys

260

Trp

Glu

Leu

165

Leu

Thr

Val

Pro

Lys

245

Val

Tyr

Glu

150

Thr

Tyr

Lys

Asp

Ala

230

Pro

Val

Val

Gln

Ser

Ser

Thr

215

Pro

Lys

Val

Asp

Phe
295

Gly

Leu

Tyr

200

Arg

Glu

Asp

Asp

Gly

280

Asn

Val

Ser

185

Thr

Val

Phe

Thr

Val

265

Val

Ser

57

His

170

Ser

Cys

Glu

Leu

Leu

250

Ser

Glu

Thr

155

Thr

Val

Asn

Ser

Gly

235

Met

Gln

Val

Phe

Val

Val

Lys

220

Gly

Ile

Glu

His

Arg
300

Pro

Thr

Asp

205

Tyr

Pro

Ser

Asp

Asn

285

Val

Ala

Val

190

His

Gly

Ser

Arg

Pro

270

Ala

Val

Val

175

Pro

Lys

Pro

Val

Thr

255

Glu

Lys

Ser

160

Leu

Ser

Pro

Pro

Phe

240

Pro

Val

Thr

Val



CN 103298937 B

¢l

&

13/198 1l

Leu Thr Val

305

Lys

Lys

Ser

Lys

Gln

385

Gly

Gln

Asn

<210> 5

Val

Ala

Gln

Gly

370

Pro

Ser

Glu

His

Ser

Lys

Cys

355

Phe

Glu

Phe

Gly

Tyr
435

211> 444
<212> PRT

Leu

Asn

Gly

340

Glu

Tyr

Asn

Phe

Asn

420

Thr

His

Lys

325

Gln

Met

Pro

Asn

Leu

405

Val

Gln

Gln

310

Gly

Pro

Thr

Ser

Tyr

390

Val

Phe

Lys

Asp

Leu

Arg

Asp

375

Lys

Ser

Ser

Ser

Trp

Pro

Glu

Asn

360

Ile

Thr

Arg

Cys

Leu
440

Leu Asn Gly

Ser

Pro

345

Gln

Ala

Thr

Leu

Ser

425

Ser

58

Ser

330

Gln

Val

Val

Pro

Thr

410

Val

Leu

315

Ile

Val

Ser

Glu

Pro

395

Val

Met

Ser

Lys

Glu

Tyr

Leu

Trp

380

Val

Asp

His

Leu

Glu

Lys

Thr

Ser

365

Glu

Leu

Lys

Glu

Tyr

Thr

Leu

350

Ser

Asp

Ser

Ala
430

Lys

Ile
335

Pro

Ala

Asn

Ser

Arg

415

Leu

Cys

320

Ser

Pro

Val

Gly

Asp

400

Trp

His



CN 103298937 B

JE3

¢l

&

14/198 Bl

Q213> AT

<220>
223> NTLRF5

<400> 5
Gln Val Gln Leu

1

Ser Val Lys Val
20

Asn Met His Trp
35

Gly Asp Ile Asn
50

Gln Asp Arg Val
65

Met Glu Leu Ser

Ala Arg Arg Lys
100

Thr Leu Val Thr
115

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Val

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Ser

Lys

Gln

Ser

95

Thr

Arg

Gly

Ser

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ala
120

Ser

Ser

25

Pro

Gly

Asp

Glu

His

105

Ser

59

Glu

10

Gly

Gly

Ser

Lys

Asp

90

Leu

Thr

Leu

Tyr

Gln

Ile

Ser

75

Thr

Asp

Lys

Thr

Gly

Tyr

60

Thr

Ala

Glu

Gly

Lys

Phe

Leu

45

Asn

Asp

Val

Trp

Pro
125

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly

110

Ser

Gly

15

Asp

Trp

Glu

Ala

His

95

Glu

Val

Ala

Asn

Met

Phe

Tyr

80

Cys

Gly

Phe



CN 103298937 B

¢l

&

15/198 Bl

Pro Leu Ala Pro

Gly

145

Asn

Gln

Ser

Ser

Cys

225

Leu

Glu

Gln

130

Cys

Ser

Ser

Ser

Asn

210

Pro

Phe

Val

Phe

Leu

Gly

Ser

Leu

195

Thr

Pro

Pro

Thr

Asn
275

Val

Ala

180

Gly

Lys

Cys

Pro

260

Trp

Cys

Lys

Leu

165

Leu

Thr

Val

Pro

Lys

245

Val

Tyr

Ser

Asp

150

Thr

Tyr

Lys

Asp

Ala

230

Pro

Val

Val

Arg

135

Ser

Ser

Thr

Lys

215

Pro

Lys

Val

Asp

Ser

Phe

Gly

Leu

Tyr

200

Arg

Glu

Asp

Asp

Gly
280

Thr Ser Glu Ser

Pro

Val

Ser

185

Thr

Val

Phe

Thr

Val

265

Val

60

Glu

His

170

Ser

Cys

Glu

Leu

Leu

250

Ser

Glu

Pro

155

Thr

Val

Asn

Ser

Gly

235

Met

Gln

Val

140

Val

Phe

Val

Val

Lys

220

Gly

Ile

Glu

His

Thr

Thr

Pro

Thr

Asp

205

Tyr

Pro

Ser

Asn
285

Ala

Val

Ala

Val

190

His

Gly

Ser

Arg

Pro

270

Ala

Ala

Ser

Val

175

Pro

Lys

Pro

Val

Thr

255

Glu

Lys

Leu

160

Leu

Ser

Pro

Pro

Phe

240

Pro

Val

Thr



CN 103298937 B

¢l

&

16/198 1l

Lys Pro Arg

Leu

305

Lys

Ser

Lys

Gln

385

Gly

Gln

Asn

290

Thr

Val

Ala

Gln

Gly

370

Pro

Ser

Glu

His

Val

Ser

Lys

Cys

355

Phe

Glu

Phe

Gly

Tyr
435

Glu

Leu

Asn

Gly

340

Glu

Tyr

Asn

Phe

Asn

420

Thr

Glu

His

325

Gln

Met

Pro

Asn

Leu

405

Val

Gln

Gln

Gln

310

Gly

Pro

Thr

Ser

Tyr

390

Val

Phe

Lys

Phe

295

Asp

Leu

Arg

Lys

Asp

375

Lys

Ser

Ser

Ser

Asn

Trp

Pro

Glu

Asn

360

Ile

Thr

Arg

Cys

Leu
440

Ser

Leu

Ser

Pro

345

Gln

Ala

Thr

Leu

Ser

425

Ser

61

Thr

Asn

Ser

330

Gln

Val

Val

Pro

Thr

410

Val

Leu

Tyr

Gly

315

Tle

Val

Ser

Glu

Pro

395

Val

Met

Ser

Arg

300

Lys

Glu

Tyr

Leu

Trp

380

Val

Asp

His

Leu

Val

Glu

Thr

Ser
365

Glu

Leu

Glu

Val

Tyr

Thr

Leu

350

Cys

Ser

Asp

Ser

Ala
430

Ser

Lys

Ile

335

Pro

Ala

Asn

Ser

Arg

415

Leu

Val

Cys

320

Ser

Pro

Val

Gly

Asp

400

Trp

His
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17/198 Bl

<210> 6

211> 444
<212> PRT
213> AL

220>
223>

<400> 6
Gln Val Gln

1

Ser Val Lys

Asn Met Asp
35

Gly Asp Ile
50

Gln Asp Arg
65

Met Glu Leu

Ala Arg Arg

NILF5

Leu

Val

20

Trp

Asn

Val

Ser

Lys
100

Val

Ser

Val

Thr

Tle

Ser

85

Ser

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Lys

Gln

Ser

55

Thr

Gly

Gly

Ala

Ala

40

Gly

Val

Ser

Asn

Ser

Ser

25

Pro

Gly

Asp

Glu

His

105

62

Glu

10

Gly

Gly

Ser

Lys

90

Leu

Leu

Tyr

Gln

Tle

Ser

75

Thr

Asp

Thr

Gly

Tyr

60

Thr

Ala

Glu

Phe

Leu

45

Asn

Asp

Val

Trp

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly
110

Gly

15

Asp

Trp

Glu

Ala

His
95

Glu

Ala

Asn

Met

Phe

Tyr

80

Gly



CN 103298937 B
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18/198 1l

Thr

Pro

Gly

145

Asn

Gln

Ser

Ser

225

Leu

Glu

Leu

Leu

130

Cys

Ser

Ser

Ser

Asn

210

Pro

Phe

Val

Val

115

Ala

Leu

Gly

Ser

Leu

195

Thr

Pro

Pro

Thr

Thr

Pro

Val

Ala

Gly

180

Gly

Lys

Pro

Cys
260

Val

Cys

Leu
165

Leu

Thr

Val

Pro

Lys

245

Val

Ser

Ser

Asp

150

Thr

Tyr

Gln

Asp

Ala

230

Pro

Val

Ser

Arg

135

Ser

Ser

Thr

Lys

215

Pro

Lys

Val

Ala

120

Ser

Phe

Gly

Leu

200

Arg

Glu

Asp

Asp

Ser

Thr

Pro

Val

Ser

185

Thr

Val

Phe

Thr

Val
265

63

Thr

Ser

Glu

His

170

Ser

Cys

Glu

Leu

Leu

250

Ser

Glu

Pro

155

Thr

Val

Asn

Ser

235

Met

Gln

Gly

Ser

140

Val

Phe

Val

Val

Lys

220

Gly

Ile

Glu

Pro

125

Thr

Thr

Pro

Thr

Asp

205

Tyr

Pro

Ser

Asp

Ser

Ala

Val

Ala

Val

190

His

Gly

Ser

Arg

Pro
270

Val

Ala

Ser

Val

175

Pro

Lys

Pro

Val

Thr

255

Glu

Phe

Leu

Trp

160

Leu

Ser

Pro

Pro

Phe

240

Pro

Val
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19/198 1l

Gln

Leu
305

Lys

Ser

Gln
385

Gly

Gln

Phe

Pro

290

Thr

Val

Ala

Gln

Gly

370

Pro

Ser

Glu

Asn

275

Val

Ser

Glu

355

Phe

Glu

Phe

Trp

Glu

Leu

Asn

Gly

340

Glu

Tyr

Asn

Phe

Asn

Tyr

Glu

His

Lys

325

Gln

Met

Pro

Asn

Leu

405

Val

Val

Gln

Gln

310

Gly

Pro

Thr

Ser

Tyr

390

Tyr

Phe

Asp

Tyr

295

Asp

Leu

Arg

Lys

Asp

375

Lys

Ser

Ser

Gly

280

Asn

Trp

Pro

Glu

Asn

360

Ile

Thr

Lys

Val

Ser

Leu

Ser

Pro

345

Gln

Ala

Thr

Leu

Ser

64

Glu

Thr

Asn

Ser

330

Gln

Val

Val

Pro

Thr

410

Val

Val

Tyr

Gly

315

Ile

Val

Ser

Glu

Pro

395

Val

Met

His

Arg

300

Lys

Glu

Tyr

Leu

Trp

380

Val

Asp

His

Asn

285

Val

Glu

Lys

Thr

Thr

365

Glu

Leu

Lys

Glu

Ala

Val

Tyr

Thr

Leu

350

Cys

Ser

Asp

Ser

Ala

Lys

Ser

Lys

Ile

335

Pro

Leu

Asn

Ser

Arg

415

Leu

Thr

Val

Cys

320

Ser

Pro

Val

Gly

Asp

400

Trp

His
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420

425

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

435

210> 7

211> 444
<212> PRT
213> AL

220>
223> NLRF%)

400> 7
Gln Val Gln Leu

1

Ser Val Lys Val
20

Asn Met Asp Trp
35

Gly Asp Ile Asn
50

Gln Asp Arg Val
65

Met Glu Leu Ser

Val

Ser

Val

Thr

Ile

Ser
85

Gln

Cys

Arg

Lys

Met

70

Leu

440

Ser Gly Ser

Lys Ala Ser
25

Gln Ala Pro
40

Ser Gly Gly
55

Thr Val Asp

Arg Ser Glu

65

Glu

10

Gly

Gly

Ser

Lys

Asp
90

Leu Lys

Tyr Thr

Gln Gly

Ile Tyr
60

Ser Thr
75

Thr Ala

Lys

Phe

Leu

45

Asn

Asp

Thr

430

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly

15

Asp

Trp

Glu

Ala

His
95

Ala

Asn

Met

Phe

Tyr

80

Cys
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Ala

Thr

Pro

Gly

145

Asn

Gln

Ser

Ser

Cys

225

Leu

Arg

Leu

Leu

130

Cys

Ser

Ser

Ser

Asn

210

Pro

Phe

Arg

Val

115

Ala

Leu

Gly

Ser

Leu

195

Thr

Pro

Pro

Gln

100

Thr

Pro

Val

Ala

Gly

180

Gly

Lys

Cys

Pro

Ser

Val

Cys

Lys

Leu

165

Leu

Thr

Val

Pro

Tyr

Ser

Ser

Asp

150

Thr

Tyr

Gln

Asp

Ala

230

Pro

Gly

Ser

Arg

135

Tyr

Ser

Ser

Thr

Lys

215

Pro

Tyr

Ala

120

Ser

Phe

Gly

Leu

Tyr

200

Arg

Glu

Asp

His

105

Ser

Thr

Pro

Val

Ser

185

Thr

Val

Phe

Thr

66

Leu

Thr

Ser

Glu

His

170

Ser

Glu

Leu

Leu

Asp

Glu

Pro

155

Thr

Val

Asn

Ser

Gly

235

Met

Glu

Gly

Ser

140

Val

Phe

Val

Val

Lys

220

Gly

Ile

Trp

Pro

125

Thr

Thr

Pro

Thr

Asp

205

Tyr

Pro

Ser

Gly

110

Ser

Ala

Val

Ala

Val

190

His

Gly

Ser

Arg

Glu

Val

Ala

Ser

Val

175

Pro

Lys

Pro

Val

Thr

Gly

Phe

Leu

Trp

160

Leu

Ser

Pro

Pro

Phe

240

Pro
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Glu

Gln

Lys

Leu

305

Lys

Lys

Ser

Lys

Gln
385

Val

Phe

Pro

290

Thr

Val

Ala

Gln

Gly

370

Pro

Thr

Asn

275

Arg

Val

Ser

Lys

Glu

355

Phe

Glu

Cys

260

Trp

Glu

Leu

Asn

Gly

340

Glu

Tyr

Asn

245

Val

Tyr

Glu

His

Lys

325

Gln

Met

Pro

Asn

Val

Val

Gln

Gln

310

Gly

Pro

Thr

Ser

Tyr
390

Val

Asp

Tyr

295

Asp

Leu

Arg

Lys

Asp
375

Asp

Gly

280

Asn

Trp

Pro

Glu

Asn

360

Ile

Thr

Val

265

Val

Ser

Leu

Ser

Pro

345

Gln

Ala

Thr

67

250

Ser

Glu

Thr

Asn

Ser

330

Gln

Val

Val

Pro

Gln

Val

Tyr

Gly

315

Ile

Val

Ser

Glu

Pro
395

Glu

His

Arg

300

Lys

Glu

Tyr

Leu

Trp

380

Val

Asp

Asn

285

Val

Glu

Lys

Thr

Thr

365

Glu

Leu

Pro

270

Ala

Val

Tyr

Thr

Leu

350

Cys

Ser

Asp

255

Glu

Lys

Ser

Lys

Ile

335

Pro

Leu

Asn

Ser

Val

Thr

Val

Cys

320

Ser

Pro

Val

Gly

Asp
400
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Gly Ser Phe Phe

Gln Glu Gly Asn
420

Asn Arg Tyr Thr
435

<210> 8

211> 213
<212> PRT
213> AL

<220>
223>

NN
<400> 8

Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Ala Trp Tyr
35

Tyr Ser Ala Ser
50

Ser Arg Tyr Gly

Leu Tyr Ser Lys
405

Val Phe Ser Cys

Gln Glu Ser Leu
440

Thr Gln
5

Ser Pro

Ile Thr

Gln GIn Pro

40

Lys

Tyr Ser

95

Tyr Arg

Thr Asp Phe Thr

Leu Thr Val Asp
410

Ser Val Met His
425

Ser Leu Ser Pro

Ser Ser Leu Ser
10

Ala Ser Gln Asn
25

Gly Gln Ala Pro

Gly Val Pro Asp
60

Leu Thr Ile Ser

68

Lys Ser Arg Trp
415

Glu Ala Leu His
430

Ala Ser Val

15

Gly

Ile Tyr Asn

30

Lys

Lys Leu Leu Ile

45

Arg Phe Ser Gly

Ser Leu Gln Pro
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65

Glu

Phe

Ser

Ala

Val

145

Ser

Thr

Cys

Asn

Asp

Gly

Val

Ser

130

Gln

Val

Leu

Glu

Arg
210

Leu

Gly

Phe

115

Val

Trp

Thr

Thr

Val

195

Gly

Ala

Gly

100

Tle

Val

Lys

Glu

Leu

180

Thr

Glu

Thr

85

Thr

Phe

Val

Gln
165

Ser

His

70

Tyr

Lys

Pro

Leu

Asp

150

Asp

Lys

Gln

Tyr

Val

Pro

Leu

135

Asn

Ser

Ala

Gly

Cys

Glu

Ser

120

Asn

Ala

Lys

Asp

Leu
200

Gln

Tle

105

Asp

Asn

Leu

Asp

Tyr

185

Ser

69

Gln

90

Lys

Glu

Phe

Gln

Ser

170

Glu

Ser

75

Tyr

Arg

Gln

Tyr

Ser

155

Thr

Lys

Pro

Tyr

Thr

Leu

Pro

140

Gly

Tyr

His

Val

Ser

Val

Lys

125

Arg

Asn

Ser

Lys

Thr
205

Gly

Ala
110

Ser

Glu

Ser

Leu

Val

190

Lys

Leu

95

Ala

Gly

Ala

Gln

Ser

175

Tyr

Ser

80

Thr

Pro

Thr

Lys

Glu

160

Ser

Ala

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

<220>
223>

<400>
Asp Ile

1

Asp Arg

Leu Ala

Tyr Ser
50

Ser Arg

65

Glu Asp

Thr Phe

Pro Ser

9
214
PRT
AT

NI

Gln

Val

35

Ala

Leu

Gly

Val

Met

Thr

20

Tyr

Ser

Gly

Ala

Gly

100

Phe

Thr

Ile

Gln

Tyr

Thr

Thr

85

Gly

Ile

Gln

Thr

Gln

Arg

70

Tyr

Thr

Phe

Ser

Cys

Tyr

55

Phe

Tyr

Lys

Pro

Pro

Lys

Pro

40

Ser

Thr

Cys

Val

Pro

Ser Ser
10

Ala Ser
25

Gly Gln

Gly Val

Leu Thr

Gln Gln
90

Glu Ile
105

Ser Asp

70

Leu

Gln

Ala

Pro

Ile

75

Tyr

Lys

Glu

Ser

Asn

Pro

Asp

60

Ser

Tyr

Arg

Gln

Ala

Ile

45

Arg

Ser

Ser

Thr

Leu

Ser

Tyr

30

Leu

Phe

Leu

Pro

Val
110

Val

15

Lys

Leu

Ser

Gln

Pro

95

Ala

Ser

Gly

Asn

Ile

Gly

Pro

80

Leu

Ala

Gly
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Thr Ala
130

Lys Val
145

Glu Ser

115

Ser Val

Gln Trp

Val Thr

Val

Lys

Glu
165

Ser Thr Leu Thr Leu

Ala Cys

Phe Asn
210

<210>
211>
212>
213>

<220>
223>

<400>

180

Glu Val
195

Arg Gly

10
448
PRT
AL

ANIF3

10

Thr

Glu

Cys

Val

150

Gln

Ser

His

Cys

Leu

135

Asp

Asp

Lys

Gln

120

Leu Asn

Asn Ala

Ser Lys

Ala Asp
185

Gly Leu
200

Asn Phe Tyr
140

125

Pro

Arg

Leu Gln Ser Gly Asn

155

Asp Ser Thr Tyr Ser

170

Tyr Glu Lys

Ser Ser Pro

His

Val
205

190

Thr

Glu

Ser

Leu

175

Val

Lys

Ala

Gln

160

Ser

Tyr

Ser

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

1

5

71

10

15
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Ser

Asp

Ala

Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

Ser

130

Ala

Val

Arg

Ala

35

Tle

Arg

Met

Arg

Gln

115

Val

Ala

Ser

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

Phe

Leu

Trp

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Pro

Gly

Asn

Cys

Ser

Val
70

Leu

His

Leu

Leu

Cys

150

Ser

Ala

Gln

Gly

55

Ser

Arg

Asn

Val

Ala

135

Leu

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Pro

Val

Ala

Ser

25

Pro

Ser

Asp

Glu

Gly

105

Val

Cys

Lys

Leu

72

Gly

Gly

Thr

Asn

Asp

90

Ala

Ser

Ser

Asp

Thr

Phe

Lys

Tyr

Ala

75

Thr

Gly

Ser

Arg

Tyr

155

Ser

Thr

Gly

Tyr

60

Lys

Ala

Trp

Ala

Ser

140

Phe

Phe

Leu

45

Arg

Asn

Val

Tyr

Ser

125

Thr

Pro

Val

Ser

30

Glu

Arg

Ser

Tyr

Phe

110

Thr

Ser

Glu

His

Tyr

Ser

Leu

95

Asp

Glu

Pro

Thr

Tyr

Val

Val

Tyr

80

Cys

Phe

Gly

Ser

Val

160

Phe
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Pro

Thr

Asp

Tyr

225

Pro

Ser

Asp

Asn

Val
305

Ala

Val

His

210

Ser

Arg

Pro

Ala

290

Val

Val

Pro

195

Lys

Pro

Val

Thr

Glu

275

Lys

Ser

Leu

180

Ser

Pro

Pro

Phe

Pro

260

Val

Thr

Val

165

Gln

Ser

Ser

Leu

245

Glu

Gln

Lys

Leu

Ser

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Thr
310

Ser

Leu

Thr

215

Pro

Pro

Thr

Asn

Arg

295

Val

Gly

Gly

200

Lys

Pro

Cys

Trp

280

Glu

Leu

Leu

185

Thr

Val

Pro

Lys

Val

265

Tyr

Glu

His

73

170

Tyr

Lys

Asp

Ala

Pro

250

Val

Val

Gln

Gln

Ser

Thr

Lys

Pro

235

Lys

Val

Asp

Phe

Asp
315

Leu

Tyr

Arg

220

Glu

Asp

Asp

Gly

Asn
300

Ser

Thr

205

Val

Phe

Thr

Val

Val

285

Ser

Leu

Ser

190

Cys

Glu

Leu

Leu

Ser

270

Glu

Thr

Asn

175

Val

Asn

Ser

Gly

Met

255

Gln

Val

Tyr

Gly

Val

Val

Lys

Gly

240

Ile

Glu

His

Arg

Lys
320
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Glu Tyr

Lys Thr

Thr Leu

Thr Cys
370

Glu Ser
385

Leu Asp

Lys Ser

Glu Ala

<210>
211>
212>
213>

<220>
223>

Lys Cys

Ile Ser
340

Pro Pro
355

Leu Val

Asn Gly

Ser Asp

Arg Trp
420

Leu His
435

11
448
PRT
AL

NI

Lys
325

Ser

Gln

Gly

405

Gln

Asn

Val

Ala

Gln

Gly

Pro

390

Ser

Glu

His

Ser

Lys

Phe

375

Glu

Phe

Gly

Tyr

Asn

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thr
440

Lys

Gln

345

Met

Pro

Asn

Leu

Val

425

Gln

74

Gly

330

Pro

Thr

Ser

Tyr

Tyr

410

Phe

Lys

Leu

Lys

Lys

395

Ser

Ser

Ser

Pro

Glu

Asn

Ile

380

Thr

Arg

Cys

Leu

Ser

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Ser

Gln

350

Val

Val

Pro

Thr

Val
430

Leu

Ile
335

Val

Ser

Glu

Pro

Val

415

Met

Ser

Glu

Tyr

Leu

Trp

Val

400

Asp

His

Leu
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<400>

11

Gln Val Gln

1

Ser

Asp

Ala

Lys

65

Leu

Ala

Trp

Pro

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

Ser
130

Arg

Ala
35

Ile

Arg

Met

Arg

Gln

115

Val

Leu

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

Phe

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Pro

Glu

Cys

Arg

Ser

Val

70

Leu

His

Leu

Leu

Ser

Ala

Gln

Gly

95

Ser

Arg

Asn

Val

Ala
135

Gly

Ala

Ala

40

Arg

Ala

Tyr

Thr

120

Pro

Gly

Ser

25

Pro

Ser

Asp

Glu

Gly

105

Val

75

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Ser

Ser

Leu

Phe

Lys

Ala

5

Thr

Gly

Ser

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

Ala

Ser
140

Gln

Phe

Leu

45

Asn

Val

Tyr

Ser

125

Thr

Pro

Ser

30

Glu

Ser

Tyr

Phe

110

Thr

Ser

Gly

15

Tyr

Trp

Ser

Leu

Tyr

95

Asp

Lys

Glu

Gly

Tyr

Val

Val

Tyr

80

Cys

Tyr

Gly

Ser
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Thr Ala Ala

145

Thr

Pro

Thr

Asp

Tyr

225

Pro

Ser

Asp

Asn

Val

Ala

Val

His

210

Gly

Ser

Arg

Pro

Ala
290

Ser

Val

Pro

195

Lys

Pro

Val

Thr

Glu

275

Lys

Leu

Trp

Leu

180

Ser

Pro

Pro

Phe

Pro

260

Val

Thr

Gly

Asn

165

Gln

Ser

Ser

Cys

Leu

245

Glu

Gln

Lys

Cys

150

Ser

Ser

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Leu

Gly

Ser

Leu

Thr

215

Pro

Pro

Thr

Asn

Arg
295

Val

Ala

Gly

Gly

200

Lys

Cys

Pro

Cys

Trp

280

Glu

Lys Asp Tyr

Leu

Leu

185

Thr

Val

Pro

Lys

Val

265

Tyr

Glu

76

Thr
170

Tyr

Asp

Ala

Pro

250

Val

Val

Gln

155

Ser

Ser

Thr

Lys

Pro

235

Lys

Val

Asp

Phe

Phe

Gly

Leu

Tyr

Arg

220

Glu

Asp

Asp

Gly

Asn
300

Pro

Val

Ser

Thr

205

Val

Phe

Thr

Val

Val

285

Ser

Glu

His

Ser

190

Glu

Leu

Leu

Ser

270

Glu

Thr

Pro

Thr

175

Val

Asn

Ser

Gly

Met

255

Gln

Val

Tyr

Val

160

Phe

Val

Val

Lys

Gly

240

Ile

Glu

His

Arg
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Val Val Ser

305

Glu

Thr

Trp

Glu

385

Leu

Glu

Tyr

Thr

Leu

Cys

370

Ser

Asp

Ser

Ala

<210>
211> 448

Lys

Tle

Pro

355

Leu

Asn

Ser

Leu
435

12

Val

Cys

Ser

340

Pro

Val

Gly

Asp

Trp

420

His

Leu

Lys

325

Ser

Lys

Gln

Gly

405

Gln

Asn

Thr

310

Val

Ala

Gln

Gly

Pro

390

Ser

Glu

His

Val

Ser

Glu

Phe

375

Glu

Phe

Gly

Tyr

Leu

Asn

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thr
440

His

Lys

Gln

345

Met

Pro

Asn

Leu

Val

425

Gln

77

Gln

Gly

330

Pro

Thr

Ser

Tyr

Tyr

410

Phe

Lys

Leu

Lys

Asp

395

Ser

Ser

Ser

Trp

Pro

Glu

Asn

Ile

380

Thr

Arg

Cys

Leu

Leu

Ser

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Asn

Ser

Gln

350

Val

Val

Pro

Thr

Val

430

Leu

Gly

Ile

335

Val

Ser

Glu

Pro

Val

415

Met

Ser

Lys
320

Glu

Leu

Trp

Val

400

Asp

His

Leu
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212>
213>

<220>
<223>

<400>
Gln Val

1

Ser Leu

Asp Ile

Ala Ser

50

Lys Gly

65

Leu Gln

Ala Thr

Trp Gly

PRT
AL

NI

12

Gln

Asn

35

Ile

Arg

Met

Gln
115

Leu

Leu
20

Trp

Ser

Phe

Asn

Ala

100

Gly

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Glu

Cys

Arg

Ser

Tle

70

Leu

His

Leu

Ser

Ala

Gln

Gly

25

Ser

Arg

Asn

Val

Gly

Ala

Ala

40

Gly

Arg

Ala

Tyr

Thr
120

Gly

Ser

25

Pro

Ser

Asp

Glu

Gly

105

Val

78

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Ser

Leu Val

Phe Thr

Lys Gly

Tyr Tyr

60

Ala Lys

75

Thr Ala

Gly Trp

Ser Ala

Gln

Phe

Leu

45

Arg

Asn

Val

Tyr

Ser
125

Pro

Ser

30

Glu

Arg

Ser

Tyr

Phe

110

Thr

Gly

15

Tyr

Trp

Ser

Leu

Tyr

95

Asp

Lys

Gly

Tyr

Val

Val

Tyr

80

Cys

Tyr

Gly
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Pro

Thr

145

Thr

Pro

Thr

Asp

Tyr

225

Pro

Ser

Asp

Ser

130

Ala

Val

Ala

Val

His

210

Gly

Ser

Arg

Pro

Val

Ala

Ser

Val

Pro

195

Lys

Pro

Val

Thr

Glu
275

Phe

Leu

Leu

180

Ser

Pro

Pro

Phe

Pro
260

Val

Pro

Gly

Asn

165

Gln

Ser

Ser

Cys

Leu

245

Glu

Gln

Leu

Cys

150

Ser

Ser

Ser

Asn

Pro

230

Phe

Val

Phe

Ala
135

Leu

Ser

Leu

Thr

215

Pro

Pro

Thr

Asn

Pro

Val

Ala

Gly

Gly

200

Lys

Cys

Pro

Cys

Trp
280

Cys Ser Arg

Lys

Leu

Leu

185

Thr

Val

Pro

Lys

Val

265

Tyr

79

Asp

Thr

170

Tyr

Lys

Asp

Ala

Pro

250

Val

Val

Tyr

155

Ser

Ser

Thr

Pro
2356

Val

Asp

Ser

140

Phe

Gly

Leu

Tyr

Arg

220

Glu

Asp

Asp

Gly

Thr

Pro

Val

Ser

Thr

205

Val

Phe

Thr

Val

Val
285

Ser

Glu

His

Ser

190

Cys

Glu

Leu

Leu

Ser

270

Glu

Glu

Pro

Thr

175

Val

Asn

Ser

Gly

Met

255

Gln

Val

Ser

Val

160

Phe

Val

Val

Gly

240

Tle

Glu

His
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Asn

Val
305

Glu

Lys

Thr

Trp

Glu

385

Leu

Lys

Glu

Ala

290

Val

Tyr

Thr

Leu

Cys

370

Ser

Asp

Ser

Ala

Lys

Ser

Lys

Ile

Pro

355

Leu

Asn

Ser

Arg

Leu

Thr

Val

Cys

Ser

340

Pro

Val

Asp

Trp
420

His

Lys

Leu

Lys

325

Lys

Ser

Lys

Gln

Gly

405

Gln

Asn

Pro

Thr

310

Val

Ala

Gln

Gly

Pro

390

Ser

Glu

His

Arg

295

Val

Ser

Lys

Glu

Phe

375

Glu

Phe

Gly

Tyr

Glu

Leu

Asn

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thr

Glu

His

Lys

Gln

345

Met

Pro

Asn

Leu

Val

425

Gln

80

Gln

Gln

Gly

330

Pro

Thr

Ser

Tyr

Tyr

410

Phe

Phe

315

Leu

Arg

Asp

395

Ser

Ser

Ser

Asn

300

Trp

Pro

Glu

Asn

Tle

380

Thr

Arg

Cys

Leu

Ser

Leu

Ser

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser

Thr

Asn

Ser

Gln

350

Val

Val

Pro

Thr

Val

430

Leu

Tyr

Gly

Ile

335

Val

Ser

Glu

Pro

Val

415

Met

Ser

Arg

Lys

320

Glu

Cys

Leu

Trp

Val

400

Asp

His

Leu
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435

<210> 13

211> 448
<212> PRT
213> AL

220>
223>

<400> 13
Gln Val Gln

1

Ser Leu Arg

Asp Ile Asn
35

Ser Ser Ile
50

65

Leu Gln Met

Ala Arg Arg

NILF3

Leu

Leu

20

Trp

Ser

Phe

Asn

Ser
100

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Glu

Cys

Arg

Ser

Ile

70

Leu

His

Ser

Ala

Gln

Gly

55

Ser

Arg

Asn

440

Gly

Ala

Ala

40

Gln

Arg

Ala

Tyr

Gly

Ser

25

Pro

Ser

Glu

Gly
105

81

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Gly

Leu

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

445

Gln

Phe

Leu

45

Arg

Asn

Val

Tyr

Pro

Ser

30

Glu

Arg

Thr

Tyr

Phe
110

Gly

15

Tyr

Trp

Glu

Leu

Tyr
95

Asp

Gly

Tyr

Val

Val

Tyr

80

Cys

Tyr
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Trp

Pro

Thr

145

Thr

Pro

Thr

Asp

Tyr

225

Pro

Ser

Gly

Ser

130

Ala

Val

Ala

Val

His

210

Gly

Ser

Arg

Gln

115

Val

Ala

Ser

Val

Pro

195

Lys

Pro

Val

Thr

Gly

Phe

Leu

Trp

Leu

180

Ser

Pro

Pro

Phe

Pro

Thr

Pro

Gly

Asn

165

Gln

Ser

Ser

Cys

Leu

245

Glu

Leu

Leu

Cys

150

Ser

Ser

Ser

Asn

Pro

230

Phe

Val

Val

Ala

135

Leu

Gly

Ser

Leu

Thr

215

Pro

Pro

Thr

Thr

120

Pro

Val

Ala

Gly

Gly

200

Cys

Pro

Val

Cys

Lys

Leu

Leu

185

Thr

Val

Pro

Lys

Val

82

Ser

Ser

Asp

Thr

170

Tyr

Gln

Asp

Ala

Pro

250

Val

Ser

Tyr
155

Ser

Ser

Thr

Pro
2356

Lys

Val

Ala

Ser

140

Phe

Gly

Leu

Tyr

Arg

220

Glu

Asp

Asp

Ser

125

Thr

Pro

Val

Ser

Thr

205

Val

Phe

Thr

Val

Thr

Ser

Glu

His

Ser

190

Cys

Glu

Leu

Leu

Ser

Lys

Glu

Pro

Thr

175

Val

Asn

Ser

Gly

Met

255

Gln

Gly

Ser

Val

160

Phe

Val

Val

Gly
240

Ile

Glu
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Asp

Asn

Val

305

Glu

Lys

Thr

Thr

Glu

385

Leu

Pro

Ala

290

Val

Tyr

Thr

Leu

Cys

370

Ser

Asp

Glu

275

Lys

Ser

Lys

Ile

Pro

355

Leu

Asn

Ser

260

Val

Thr

Val

Ser

340

Pro

Val

Gly

Gln

Lys

Leu

325

Lys

Ser

Lys

Gln

Gly
405

Phe

Pro

Thr

310

Val

Ala

Gln

Gly

Pro

390

Ser

Asn

Arg

295

Val

Ser

Lys

Lys

Phe

375

Glu

Phe

Trp

280

Glu

Leu

Asn

Gly

Glu

360

Tyr

Asn

Phe

265

Tyr

Glu

His

Lys

Gln

345

Met

Pro

Asn

Leu

83

Val

Gln

Gln

Gly

330

Pro

Thr

Ser

Tyr

Tyr
410

Asp

Tyr

Asp

315

Leu

Arg

Lys

Asp

Lys

395

Ser

Gly

Asn

300

Trp

Pro

Glu

Asn

Ile

380

Thr

Lys

Val

285

Ser

Leu

Ser

Pro

Gln

365

Ala

Thr

Leu

270

Glu

Thr

Asn

Ser

Gln

350

Val

Val

Pro

Thr

Val

Tyr

Gly

Ile

335

Val

Ser

Glu

Pro

Val
415

His

Arg

Lys

320

Glu

Tyr

Leu

Trp

Val

400

Asp
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5 %*

39/198 7T

Lys Ser Arg Trp Gln Glu Gly Asn

420

Glu Ala Leu His Asn His Tyr Thr

<210>
211>
212>
213>

220>
223>

<400>
Gln Val

1

Ser Leu

Asp Ile

Ser Ser
50

Lys Gly
65

Leu Gln

435

14
448
PRT
AL

NIF3

14

Gln Leu

Arg Leu
20

Gln Trp

35

Ile Ser

Arg Phe

Met Asn

440

Val Glu Ser Gly

Ser Cys Ala Ala

Val Arg Gln Ala
40

Pro Ser Gly Gln
55

Thr Ile Ser Arg
70

Ser Leu Arg Ala

Val Phe Ser Cys Ser Val Met His

425

430

Gln Lys Ser Leu Ser Leu Ser Leu

Gly Gly
10

Ser Gly

25

Pro Gly

Ser Thr

Asp Asn

Glu Asp

84

Leu

Phe

Tyr

Ser
75

Thr

445

Val Gln

Thr Phe

Gly Leu
45

Pro

Ser
30

Glu

Tyr Arg Arg

60

Lys Asn

Ala Val

Thr

Tyr

Gly Gly
15

Tyr Tyr

Trp Val

Glu Val

Leu Tyr
80

Tyr Cys
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Ala

Trp

Pro

Thr

145

Thr

Pro

Thr

Asp

Tyr
225

Arg

Gly

Ser

130

Ala

Val

Ala

Val

His
210

Arg

Gln

115

Val

Ala

Ser

Val

Pro

195

Lys

Pro

Ser

100

Gly

Phe

Leu

Trp

Leu

180

Ser

Pro

Pro

85

Gly

Thr

Pro

Asn

165

Gln

Ser

Ser

His

Leu

Leu

150

Ser

Ser

Ser

Asn

Pro
230

Asn

Val

Ala
135

Leu

Gly

Ser

Leu

Thr

215

Pro

Tyr

Thr
120

Pro

Val

Ala

Gly

Gly

200

Lys

Gly

105

Val

Cys

Lys

Leu

Leu

185

Thr

Val

Pro

85

90

Gly

Ser

Ser

Asp

Thr

170

Tyr

Lys

Asp

Ala

Gly Trp

Ser Ala

Arg Ser
140

Tyr Phe
155

Ser Gly

Ser Leu

Thr Tyr

Lys Arg
220

Pro Glu
235

Tyr

Ser

125

Thr

Pro

Val

Ser

Thr

205

Val

Phe

Phe

110

Thr

Ser

Glu

His

Ser

190

Cys

Glu

Leu

95

Asp

Lys

Glu

Pro

Thr

175

Val

Asn

Ser

Gly

Tyr

Gly

Ser

Val

160

Phe

Val

Val

Lys

Gly
240
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Pro Ser Val

Ser

Asp

Asn

Val

305

Glu

Lys

Thr

Trp

Glu
385

Arg

Pro

Ala

290

Val

Tyr

Thr

Leu

Cys

370

Ser

Thr

Glu

275

Lys

Ser

Lys

Tle

Pro

355

Leu

Asn

Phe

Pro

260

Val

Thr

Val

Cys

Ser

340

Pro

Val

Gly

Leu

245

Glu

Gln

Leu

Lys

325

Lys

Ser

Gln

Phe

Val

Phe

Pro

Thr

310

Val

Ala

Gln

Gly

Pro
390

Pro

Thr

Asn

Arg

295

Val

Ser

Lys

Glu

Phe

375

Glu

Pro

Cys

Trp

280

Glu

Leu

Asn

Gly

Glu

360

Tyr

Asn

Lys

Val

265

Tyr

Glu

His

Lys

Gln

345

Met

Pro

Asn

86

Pro

250

Val

Val

Gln

Gln

Gly

330

Pro

Thr

Ser

Tyr

Lys

Val

Asp

Phe

Asp

315

Leu

Arg

Lys

Asp

Lys
395

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Asn

Ile

380

Thr

Thr

Val

Val

285

Ser

Leu

Ser

Pro

Gln

365

Ala

Thr

Leu

Ser

270

Glu

Thr

Asn

Ser

Gln

350

Val

Val

Pro

Met

255

Gln

Val

Tyr

Gly

Ile

335

Val

Ser

Glu

Pro

Ile

Glu

His

Arg

Lys

320

Glu

Cys

Leu

Trp

Val
400



JE3

5 %*

87

CN 103298937 B 42/198 T
Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp
405 410 415
Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His
420 425 430
Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu
435 440 445
<210> 15
<211> 448
<212> PRT
Q213> AL
<220>
223> NTF%|
<400> 15
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Tyr
20 25 30
Asp Ile Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val
50 55 60
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Lys Gly Arg Phe

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Thr

Asp

Gln

Arg

Ser

130

Ala

Val

Ala

Val

His
210

Met

Arg

Gln

115

Val

Ala

Ser

Val

Pro

195

Lys

Asn

Ser

100

Phe

Leu

Trp

Leu

180

Ser

Pro

Thr

Ser

85

Gly

Thr

Pro

Gly

Asn

165

Gln

Ser

Ser

Ile

70

Leu

His

Leu

Leu

Cys

150

Ser

Ser

Ser

Asn

Ser

Arg

Asn

Val

Ala

135

Leu

Gly

Ser

Leu

Thr
215

Arg

Ala

Tyr

Thr

120

Pro

Val

Ala

Gly

200

Lys

Asp Asn Ser Lys

Glu

Gly

105

Val

Cys

Lys

Leu

Leu

185

Thr

Val

88

Asp

90

Gly

Ser

Ser

Asp

Thr

170

Tyr

Gln

Asp

75

Thr Ala

Gly Trp

Ser Ala

Arg Ser

140

Tyr Phe
155

Ser Gly

Ser Leu

Thr Tyr

Lys Arg
220

Asn

Val

Tyr

Ser

125

Thr

Pro

Val

Ser

Thr

205

Val

Thr

Tyr

Phe

110

Thr

Ser

Glu

His

Ser

190

Glu

Leu

Tyr

95

Asp

Lys

Glu

Pro

Thr

175

Val

Asn

Ser

Tyr

80

Cys

Tyr

Gly

Ser

Val

160

Phe

Val

Val

Lys
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Tyr

225

Pro

Ser

Asp

Asn

Val

305

Glu

Thr

Thr

Gly

Ser

Arg

Pro

Ala

290

Val

Tyr

Thr

Leu

Cys
370

Pro

Val

Thr

Glu

275

Lys

Ser

Lys

Tle

Pro

355

Leu

Pro

Phe

Pro

260

Val

Thr

Val

Cys

Ser

340

Pro

Val

Leu

245

Glu

Gln

Lys

Leu

Lys

325

Ser

Lys

Pro

230

Phe

Val

Phe

Pro

Thr

310

Val

Ala

Gln

Gly

Pro

Pro

Thr

Asn

Arg

295

Val

Ser

Lys

Phe
375

Pro

Trp
280

Glu

Leu

Asn

Gly

Glu

360

Tyr

Pro

Lys

Val
265

Tyr

Glu

His

Lys

Gln

345

Met

Pro

89

Ala

Pro

250

Val

Val

Gln

Gln

Gly

330

Pro

Thr

Ser

Pro

235

Lys

Val

Asp

Tyr

Asp

315

Leu

Arg

Lys

Asp

Glu

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Asn

Ile
380

Phe

Thr

Val

Val

285

Ser

Leu

Ser

Pro

Gln

365

Ala

Leu

Leu

Ser

270

Glu

Thr

Asn

Ser

Gln

350

Val

Val

Gly

Met

255

Gln

Val

Tyr

Gly

Ile

335

Val

Ser

Glu

Gly

240

Ile

Glu

His

Arg

Lys

320

Glu

Tyr

Leu

Trp



CN 103298937 B }?’l— ﬁlj %‘_C 45/198 1T

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

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

Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His
420 425 430

Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
435 440 445

<210> 16

211> 448
<212> PRT
213> AL

<220>
223> ANILFH|

<400> 16
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

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

Asp Ile Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

90
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Ser

Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Thr

Ser

50

Gly

Gln

Arg

Gly

Ser

130

Ala

Val

Ala

Val

Ile

Arg

Met

Arg

Gln

115

Val

Ala

Ser

Val

Pro
195

Ser

Phe

Asn

Ser

100

Gly

Phe

Leu

Leu
180

Ser

Pro

Thr

Ser

85

Gly

Thr

Pro

Gly

Asn

165

Gln

Ser

Ser

Ile

70

Leu

His

Leu

Leu

Cys

150

Ser

Ser

Ser

Gly

95

Ser

Arg

Asn

Val

Ala

135

Leu

Gly

Ser

Leu

Gln

Arg

Ala

Phe

Thr

120

Pro

Val

Ala

Gly

Gly
200

Ser

Asp

Glu

Gly

105

Val

Cys

Lys

Leu

Leu

185

Thr

91

Thr

Asn

Asp

90

Gly

Ser

Ser

Asp

Thr

170

Tyr

Lys

Ser

75

Thr

Gly

Ser

Tyr

155

Ser

Ser

Thr

Tyr

60

Lys

Ala

Trp

Ala

Ser

140

Phe

Gly

Leu

Tyr

Arg

Asn

Val

Tyr

Ser

125

Thr

Pro

Val

Ser

Thr
205

Thr

Tyr

Phe

110

Thr

Ser

Glu

His

Ser

190

Cys

Glu

Leu

95

Asp

Lys

Glu

Pro

Thr

175

Val

Asn

Val

Tyr

80

Tyr

Gly

Ser

Val

160

Phe

Val

Val



CN 103298937 B

F

¢l

=

47/198 7l

Asp

Tyr

225

Pro

Ser

Asp

Asn

Val

305

Glu

Lys

Thr

His

210

Gly

Ser

Arg

Pro

Ala

290

Val

Tyr

Thr

Leu

Lys

Pro

Val

Thr

Glu

275

Lys

Ser

Lys

Ile

Pro

Pro

Pro

Phe

Pro

260

Val

Thr

Val

Cys

Ser

340

Pro

Ser

Leu

245

Glu

Gln

Lys

Leu

Lys

325

Lys

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Thr

310

Val

Ala

Gln

Thr

215

Pro

Pro

Thr

Asn

Arg

295

Val

Ser

Lys

Glu

Lys

Pro

Cys

Trp

280

Glu

Leu

Asn

Gly

Glu

Val

Pro

Lys

Val

265

Glu

His

Lys

Gln

345

Met

92

Asp

Ala

Pro

250

Val

Val

Gln

Gln

Gly

330

Pro

Thr

Lys

Pro

235

Lys

Val

Asp

Phe

Asp

315

Leu

Arg

Arg

220

Glu

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Asn

Val

Phe

Thr

Val

Val

285

Ser

Leu

Ser

Pro

Gln

Glu

Leu

Leu

Ser

270

Glu

Thr

Asn

Ser

Gln

350

Val

Ser

Gly

Met

255

Gln

Val

Tyr

Gly

Ile

335

Val

Ser

Lys

Gly

240

Tle

Glu

His

Arg

320

Glu

Cys

Leu



CN 103298937 B }?’l— ﬁlj %‘_C 48/198 1L

355 360 365

Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp
370 375 380

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

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp
405 410 415

Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His
420 425 430

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

210> 17

211> 448
<212> PRT
213> AL

<220>
223> NLF7

<400> 17

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

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Tyr

20 25 30

93
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Asp

Ser

Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Ile

Ser

50

Gly

Gln

Arg

Gly

Ser

130

Ala

Val

Ala

Gln

35

Ile

Arg

Met

Arg

Gln

115

Val

Ala

Ser

Val

Trp

Ser

Phe

Asn

Ser

100

Gly

Phe

Leu

Trp

Leu

Val

Pro

Thr

Ser

85

Gly

Thr

Pro

Gly

Asn

165

Gln

Arg

Ser

Tle

70

Leu

Lys

Leu

Leu

Cys

150

Ser

Ser

Gln

Gly

55

Ser

Arg

Ser

Val

Ala

135

Leu

Gly

Ser

Ala

40

Gln

Arg

Ala

Tyr

Thr

120

Pro

Val

Ala

Gly

Pro

Ser

Asp

Glu

Gly

105

Val

Lys

Leu

Leu

94

Gly

Thr

Asn

Asp

90

Gly

Ser

Ser

Asp

Thr

170

Tyr

Lys Gly

Tyr Tyr
60

Ser Lys
75

Thr Ala

Gly Trp

Ser Ala

Arg Ser

140

Tyr Phe
155

Ser Gly

Ser Leu

Leu

45

Arg

Asn

Val

Tyr

Ser

125

Thr

Pro

Val

Ser

Glu

Arg

Thr

Tyr

Phe

110

Thr

Ser

Glu

His

Ser

Trp

Glu

Leu

Tyr

95

Asp

Lys

Glu

Pro

Thr

175

Val

Val

Val

Tyr

80

Cys

Tyr

Gly

Ser

Val

160

Phe

Val
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Thr

Asp

Tyr

225

Pro

Ser

Asp

Asn

Val

305

Glu

Val

His

210

Gly

Ser

Arg

Pro

Ala

290

Val

Tyr

Pro

195

Lys

Pro

Val

Thr

Glu

275

Lys

Ser

Lys

180

Ser

Pro

Pro

Phe

Pro

260

Val

Thr

Val

Ser

Ser

Cys

Leu

245

Glu

Gln

Lys

Leu

325

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Thr

310

Val

Leu

Thr

215

Pro

Pro

Thr

Asn

Arg

295

Val

Ser

Gly

200

Lys

Cys

Pro

Cys

Trp

280

Glu

Leu

Asn

185

Thr

Val

Pro

Val

265

Tyr

Glu

His

95

Gln

Asp

Ala

Pro

250

Val

Val

Gln

Gln

Gly
330

Thr

Lys

Pro

235

Val

Asp

Tyr

Asp

315

Leu

Tyr

Arg

220

Glu

Asp

Asp

Gly

Asn

300

Trp

Pro

Thr

205

Val

Phe

Thr

Val

Val

285

Ser

Leu

Ser

190

Cys

Glu

Leu

Leu

Ser

270

Glu

Thr

Asn

Ser

Asn

Ser

Gly

Met

255

Gln

Val

Tyr

Gly

Ile
335

Val

Lys

Gly

240

Ile

Glu

His

Arg

Lys

320

Glu
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Lys Thr

Thr Leu

Thr Cys
370

Glu Ser
385

Leu Asp

Lys Ser

Glu Ala

<210>
211>
212>
213>

220>
223>

<400>

Ile Ser
340

Pro Pro
355

Leu Val

Asn Gly

Ser Asp

Arg Trp
420

Leu His
435

18
448
PRT
AL

ANIF3

18

Lys

Ser

Lys

Gln

Gly

405

Gln

Asn

Ala

Gln

Gly

Pro

390

Ser

Glu

His

Lys

Lys

Phe

375

Glu

Phe

Gly

Tyr

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thr
440

Gln

345

Met

Pro

Asn

Leu

Val

425

Gln

Pro Arg

Thr Lys

Ser Asp

Tyr Lys

395

Tyr Ser
410

Phe Ser

Lys Ser

Glu

Asn

Ile

380

Thr

Lys

Cys

Leu

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Gln

350

Val

Val

Pro

Thr

Val

430

Leu

Val

Ser

Glu

Pro

Val

415

Met

Ser

Tyr

Leu

Trp

Val

400

Asp

His

Leu

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

96
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1

Ser

Asp

Ser

65

Leu

Ala

Trp

Pro

Thr
145

Leu

Ile

Ser

50

Gly

Gln

Arg

Gly

Ser

130

Ala

Arg

Gln
35

Ile

Met

Arg

Gln

115

Val

Ala

Leu

20

Trp

Ser

Phe

Asn

Ser

100

Gly

Phe

Leu

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Pro

Gly

Cys

Arg

Ser

Ile

70

Leu

Arg

Leu

Leu

Cys
150

Ala

Gln

Gly

55

Ser

Arg

Glu

Val

Ala

135

Leu

Ala

Ala
40

Gln

Arg

Ala

Tyr

Thr

120

Pro

Val

Ser

25

Pro

Ser

Glu

Gly

105

Val

Cys

97

10

Gly

Gly

Thr

Asn

Asp

90

Gly

Ser

Ser

Asp

Phe

Lys

Tyr

Ser

75

Thr

Gly

Ser

Arg

Tyr
155

Thr

Gly

Tyr

60

Ala

Trp

Ala

Ser

140

Phe

Phe

Leu

45

Arg

Asn

Val

Tyr

Ser

125

Thr

Pro

Ser
30

Glu

Arg

Thr

Tyr

Phe

110

Thr

Ser

Glu

15

Tyr

Trp

Glu

Leu

Tyr

95

Asp

Lys

Glu

Pro

Tyr

Val

Val

80

Cys

Tyr

Gly

Ser

Val
160
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Thr Val Ser

Pro

Thr

Asp

Tyr

225

Pro

Ser

Asp

Asn

Val
305

Ala

Val

His

210

Gly

Ser

Arg

Pro

Ala

290

Val

Val

Pro

195

Lys

Pro

Val

Thr

Glu

275

Lys

Ser

Trp

Leu

180

Ser

Pro

Pro

Phe

Pro

260

Val

Thr

Val

Asn

165

Gln

Ser

Ser

Cys

Leu

245

Glu

Gln

Leu

Ser

Ser

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Thr
310

Gly

Ser

Leu

Thr

215

Pro

Pro

Thr

Asn

Arg

295

Val

Ala

Gly

Gly

200

Cys

Pro

Cys

Trp

280

Glu

Leu

Leu Thr Ser

Leu

185

Thr

Val

Pro

Lys

Val

265

Tyr

Glu

His

98

170

Tyr

Gln

Asp

Ala

Pro

250

Val

Val

Gln

Gln

Ser

Thr

Pro

235

Lys

Val

Asp

Tyr

Asp
315

Gly

Leu

Tyr

Arg

220

Glu

Asp

Asp

Gly

Asn

300

Trp

Val

Ser

Thr

205

Val

Phe

Thr

Val

Val

285

Ser

Leu

His

Ser

190

Cys

Glu

Leu

Leu

Ser

270

Glu

Thr

Asn

Thr

175

Val

Asn

Ser

Gly

Met

255

Gln

Val

Tyr

Gly

Phe

Val

Val

Lys

Gly

240

Ile

Glu

His

Arg

Lys
320
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Glu Tyr

Lys Thr

Thr Leu

Thr Cys
370

Glu Ser
385

Leu Asp

Lys Ser

Glu Ala

<210>
211>
212>
213>

<220>

Ile

Pro
355

Leu

Asn

Ser

Arg

Leu
435

19
448
PRT
AL

Ser
340

Pro

Val

Gly

Trp
420

His

325

Lys

Ser

Lys

Gln

405

Gln

Asn

Val

Ala

Gln

Gly

Pro

390

Ser

Glu

Ser

Lys

Phe

375

Glu

Phe

Gly

Tyr

Asn

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thr
440

Gln

345

Met

Pro

Asn

Leu

Val

425

Gln

99

Gly

330

Pro

Thr

Ser

Tyr

410

Phe

Leu

Arg

Lys

Asp

Lys

395

Ser

Ser

Ser

Pro

Glu

Asn

Ile

380

Thr

Cys

Leu

Ser

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Ser

Gln
350

Val

Val

Pro

Thr

Val

430

Leu

Ile
335

Val

Ser

Glu

Pro

Val

415

Met

Ser

Glu

Tyr

Leu

Trp

Val

400

Asp

His

Pro
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<223> NTLI5

<400>

19

Gln Val Gln

1

Ser

Asp

Ser

Lys

65

Leu

Ala

Trp

Pro

Leu

Ile

Ser

50

Gly

Gln

Arg

Gly

Ser
130

Arg

Gln
35

Ile

Arg

Met

Arg

Gln

115

Val

Leu

Leu

20

Trp

Ser

Phe

Asn

Thr

100

Gly

Phe

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Pro

Glu

Cys

Arg

Ser

Ile

70

Leu

Arg

Leu

Leu

Ser

Ala

Gln

Gly

95

Ser

Arg

Glu

Val

Ala
135

Gly

Ala

Ala

40

Gln

Arg

Ala

Tyr

Thr

120

Pro

Gly

Ser

25

Pro

Ser

Asp

Glu

Gly

105

Val

Cys

100

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Gly

Ser

Ser

Leu

Phe

Tyr

Ser

75

Thr

Gly

Ser

Arg

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

Ala

Ser
140

Gln

Phe

Leu

45

Arg

Asn

Val

Tyr

Ser

125

Thr

Pro

Ser

30

Glu

Arg

Thr

Tyr

Phe

110

Thr

Ser

Gly

15

Tyr

Trp

Glu

Leu

Tyr

95

Asp

Lys

Glu

Gly

Tyr

Val

Val

Tyr

80

Cys

Tyr

Gly

Ser
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Thr

145

Thr

Pro

Thr

Asp

Tyr

225

Pro

Ser

Asp

Asn

Ala

Val

Ala

Val

His

210

Gly

Ser

Arg

Pro

Ala
290

Ala

Ser

Val

Pro

195

Lys

Pro

Val

Thr

Glu

275

Lys

Leu

Trp

Leu

180

Ser

Pro

Pro

Phe

Pro

260

Val

Thr

Gly

Asn

165

Gln

Ser

Ser

Cys

Leu

245

Glu

Gln

Lys

Cys

150

Ser

Ser

Ser

Asn

Pro

230

Phe

Val

Phe

Pro

Leu

Gly

Ser

Leu

Thr

215

Pro

Pro

Thr

Asn

Arg
295

Val

Ala

Gly

Gly

200

Lys

Cys

Pro

Trp
280

Glu

Lys Asp Tyr

Leu

Leu

185

Thr

Val

Pro

Lys

Val
265

Tyr

Glu

101

Thr

170

Tyr

Gln

Asp

Ala

Pro

250

Val

Val

Gln

155

Ser

Ser

Thr

Lys

Pro

235

Lys

Val

Asp

Tyr

Phe

Gly

Leu

Tyr

Arg

220

Glu

Asp

Asp

Gly

Asn
300

Pro

Val

Ser

Thr

205

Val

Phe

Thr

Val

Val

285

Ser

Glu

His

Ser

190

Cys

Glu

Leu

Leu

Ser

270

Glu

Thr

Pro

Thr

175

Val

Asn

Ser

Gly

Met

255

Gln

Val

Tyr

Val

160

Phe

Val

Val

Lys

Gly

240

Tle

Glu

His

Arg
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Val

305

Glu

Lys

Thr

Thr

Glu

385

Leu

Lys

Glu

Val

Tyr

Thr

Leu

Cys

370

Ser

Asp

Ser

Ala

Ser

Lys

Tle

Pro

355

Leu

Asn

Ser

Arg

Leu
435

<210> 20

Val

Ser

340

Pro

Val

Gly

Asp

Trp

420

His

Leu

Lys

325

Lys

Ser

Gln

Gly

405

Gln

Asn

Thr

310

Val

Ala

Gln

Gly

Pro

390

Ser

Glu

His

Val

Ser

Lys

Lys

Phe

375

Glu

Phe

Gly

Tyr

Leu

Asn

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thr
440

His

Lys

Gln

345

Met

Pro

Asn

Leu

Val

425

Gln

102

Gln

Gly

330

Pro

Thr

Ser

Tyr

Tyr

410

Phe

Lys

Asp

315

Leu

Arg

Lys

Asp

Lys

395

Ser

Ser

Ser

Trp

Pro

Glu

Asn

Ile

380

Thr

Lys

Cys

Leu

Leu

Ser

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Asn

Ser

Gln

350

Val

Val

Pro

Thr

Val

430

Leu

Gly

Ile

335

Val

Ser

Glu

Pro

Val

415

Met

Ser

Lys

320

Glu

Tyr

Leu

Trp

Val

400

Asp

His

Pro
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211>
212>
<213>

<220>
223>

<400>
Gln Val

1

Ser Leu

Asp Ile

Ser Ser

50

Lys Gly

65

Leu Gln

Ala Arg

Trp Gly

448
PRT
AT

NI

20

Gln

Arg

Gln

35

Ile

Arg

Met

Arg

Gln
115

Leu

Leu
20

Trp

Ser

Phe

Asn

Thr

100

Gly

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Glu

Cys

Arg

Ser

Tle

70

Leu

Arg

Leu

Ser

Ala

Gln

Gly

55

Ser

Arg

Glu

Val

Gly

Ala

Ala

40

Gln

Arg

Ala

Tyr

Thr
120

Gly

Ser

25

Pro

Ser

Asp

Glu

Gly
105

Val

103

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Gly

Ser

Leu Val

Phe Thr

Lys Gly

Tyr Tyr

60

Ser Lys

75

Thr Ala

Gly Trp

Ser Ala

Gln

Phe

Leu

45

Arg

Asn

Val

Tyr

Ser
125

Pro

Ser
30

Glu

Arg

Thr

Tyr

Phe

110

Thr

Gly

15

Tyr

Trp

Glu

Leu

Tyr

95

Asp

Lys

Tyr

Val

Val

Tyr

80

Cys

Tyr

Gly
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Pro

Thr

145

Thr

Pro

Thr

Asp

Tyr

225

Pro

Ser

Asp

Ser

130

Ala

Val

Ala

Val

His

210

Gly

Ser

Arg

Pro

Val

Ala

Ser

Val

Pro

195

Lys

Pro

Val

Thr

Glu

Phe

Leu

Trp

Leu

180

Ser

Pro

Pro

Phe

Pro

260

Val

Pro

Gly

Asn

165

Gln

Ser

Ser

Leu
245

Glu

Gln

Leu

Cys

150

Ser

Ser

Ser

Asn

Pro

230

Phe

Val

Phe

Ala

135

Leu

Gly

Ser

Leu

Thr

215

Pro

Pro

Thr

Asn

Pro

Val

Ala

Gly

Gly

200

Lys

Pro

Cys

Trp

Cys

Lys

Leu

Leu

185

Thr

Val

Pro

Lys

Val

265

Tyr

104

Ser

Asp

Thr

170

Tyr

Gln

Asp

Ala

Pro

250

Val

Val

Arg

155

Ser

Ser

Thr

Lys

Pro

235

Lys

Val

Asp

Ser

140

Phe

Gly

Leu

Tyr

Arg

220

Glu

Asp

Asp

Gly

Thr

Pro

Val

Ser

Thr

205

Val

Phe

Thr

Val

Val

Ser

Glu

His

Ser

190

Glu

Leu

Leu

Ser

270

Glu

Glu

Pro

Thr

175

Val

Asn

Ser

Gly

Met

255

Gln

Val

Ser

Val

160

Phe

Val

Val

Lys

240

Ile

Glu

His
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Asn

Val
305

Glu

Thr

Thr

Glu

385

Leu

Ala

290

Val

Tyr

Thr

Leu

Cys

370

Ser

Asp

Ser

275

Lys

Ser

Lys

Ile

Pro

355

Leu

Asn

Ser

Arg

Thr

Val

Cys

Ser

340

Pro

Val

Gly

Asp

420

Lys

Leu

Lys

325

Ser

Lys

Gln

Gly

405

Gln

Pro

Thr

310

Val

Ala

Gln

Gly

Pro

390

Ser

Glu

Arg

295

Val

Ser

Lys

Phe

375

Glu

Phe

Gly

280

Glu

Leu

Asn

Gly

Glu

360

Tyr

Asn

Phe

Asn

Glu

His

Lys

Gln

345

Met

Pro

Asn

Leu

Val
425

105

Gln

Gln

Gly

330

Pro

Thr

Ser

Tyr

Tyr

410

Phe

Tyr

Asp

315

Leu

Lys

Asp

Lys

395

Ser

Ser

Asn

300

Trp

Pro

Glu

Asn

Ile

380

Thr

Lys

Cys

285

Ser

Leu

Ser

Pro

Gln

365

Ala

Thr

Leu

Ser

Thr

Asn

Ser

Gln

350

Val

Val

Pro

Thr

Val
430

Tyr

Gly

Ile

335

Val

Ser

Glu

Pro

Val

415

Met

Arg

Lys

320

Glu

Tyr

Leu

Trp

Val

400

Asp

His
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Glu Ala Leu His Asn Arg Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro

<210>
211>
212>
213>

220>
223>

<400>

435

21
444
PRT

AL

NILF3

21

Gln Val Gln Leu

Ser Val

Asn Met

Gly Asp

50

Gln Asp

65

Met Glu

Ala Arg

Lys Val
20

Asp Trp

35

Ile Asn

Arg Val

Leu Ser

Arg Lys

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Gln

Ser

55

Thr

Arg

Gly

440

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ser

Ser

25

Pro

Asp

Glu

His

106

Glu

10

Gly

Gly

Ser

Lys

Asp

90

Leu

Leu Lys

Tyr Thr

Gln Gly

Ile Tyr

60

Ser Thr
75

Thr Ala

Asp Glu

445

Lys

Phe

Leu

45

Asn

Gly

Val

Trp

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly

Gly

15

Asp

Trp

Glu

Ala

Tyr
95

Glu

Ala

Asn

Met

Phe

Tyr

80

Cys
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Thr

Pro

Gly

145

Asn

Gln

Ser

Ser

Cys

225

Leu

Leu

Leu

130

Cys

Ser

Ser

Ser

Asn

210

Pro

Phe

Val

115

Ala

Leu

Ser

Leu

195

Thr

Pro

Pro

100

Thr

Pro

Val

Ala

Gly

180

Gly

Lys

Cys

Pro

Val

Cys

Lys

Leu

165

Leu

Thr

Val

Pro

245

Ser

Ser

Asp

150

Thr

Tyr

Lys

Asp

Ala

230

Pro

Ser

Arg

135

Tyr

Ser

Ser

Thr

Lys

215

Pro

Ala
120

Ser

Phe

Leu

Tyr

200

Arg

Glu

Asp

105

Ser

Thr

Pro

Val

Ser

185

Thr

Val

Phe

Thr

107

Thr

Ser

Glu

His

170

Ser

Cys

Glu

Leu

Leu
250

Lys

Glu

Pro

155

Thr

Val

Asn

Ser

Gly

235

Met

Gly

Ser

140

Val

Phe

Val

Val

Lys

220

Gly

Ile

Pro

125

Thr

Thr

Pro

Thr

Asp

205

Tyr

Pro

Ser

110

Ser

Ala

Val

Ala

Val

190

His

Gly

Ser

Val

Ala

Ser

Val

175

Pro

Lys

Pro

Val

Thr
255

Phe

Leu

Trp

160

Leu

Ser

Pro

Pro

Phe

240

Pro
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Glu Val Thr

Gln

Lys

Leu

305

Lys

Lys

Ser

Lys

Gln

385

Gly

Phe

Pro

290

Thr

Val

Ala

Gln

Gly

370

Pro

Ser

Asn

275

Arg

Val

Ser

Lys

Cys

355

Phe

Glu

Phe

Cys

260

Glu

Leu

Asn

Gly

340

Glu

Tyr

Asn

Phe

Val

Tyr

Glu

His

Lys

325

Gln

Met

Pro

Asn

Leu
405

Val

Val

Gln

Gln

310

Gly

Pro

Thr

Ser

Tyr

390

Val

Val

Asp

Phe

295

Asp

Leu

Arg

Lys

Asp

375

Ser

Asp

Gly

280

Asn

Trp

Pro

Glu

Asn

360

Ile

Thr

Arg

Val Ser Gln

265

Val

Ser

Leu

Ser

Pro

345

Gln

Ala

Thr

Leu

108

Glu

Thr

Asn

Ser

330

Gln

Val

Val

Pro

Thr
410

Val

Tyr

Gly

315

Ile

Val

Ser

Glu

Pro

395

Val

Glu

His

Arg

300

Lys

Glu

Tyr

Leu

Trp

380

Val

Asp

Asp

Asn

285

Val

Glu

Lys

Thr

Ser

365

Glu

Leu

Lys

Pro

270

Ala

Val

Tyr

Thr

Leu

350

Cys

Ser

Asp

Ser

Glu

Lys

Ser

Lys

Ile

335

Pro

Ala

Asn

Ser

Arg
415

Val

Thr

Val

Cys

320

Ser

Pro

Val

Gly

Asp

400

Trp



CN 103298937 B }?’l— ﬁlj %‘_C 64/198 HT

Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
420 425 430

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu
435 440

210> 22

211> 444
<212> PRT
213> AL

£220>
<223> ANTLR%

<400> 22
Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala

1 5 10 15

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

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

Gly Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe
50 55 60

Gln Asp Arg Val Ile Met Thr Val Asp Lys Ser Thr Gly Thr Ala Tyr
65 70 75 80

109
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¢l

&

65/198 1l

Met Glu Leu

Ala

Thr

Pro

Gly

145

Asn

Gln

Ser

Ser

Cys
225

Leu

Leu

130

Cys

Ser

Ser

Ser

Asn

210

Pro

Val

115

Ala

Leu

Gly

Ser

Leu

195

Thr

Pro

Ser

100

Thr

Pro

Val

Ala

Gly

180

Gly

Cys

Ser

85

Ser

Val

Lys

Leu

165

Leu

Thr

Val

Pro

Leu

Ser

Ser

Asp

150

Thr

Tyr

Gln

Ala
230

Arg

Ser

135

Tyr

Ser

Ser

Thr

215

Pro

Ser

Ala
120

Ser

Phe

Gly

Leu

Tyr

200

Arg

Glu

Glu

Tyr

105

Ser

Thr

Pro

Val

Ser

185

Thr

Val

Phe

110

Asp Thr
90

Leu Asp

Thr Lys

Ser Glu

Glu Pro

155

His Thr
170

Ser Val

Cys Asn

Glu Ser

Leu Gly
235

Ala

Glu

Gly

Ser

140

Val

Phe

Val

Val

220

Gly

Val

Trp

Pro

125

Thr

Thr

Pro

Thr

Asp

205

Tyr

Pro

Tyr

110

Ser

Ala

Val

Ala

Val

190

His

Ser

His

95

Glu

Val

Ala

Ser

Val

175

Pro

Lys

Pro

Val

Cys

Gly

Phe

Leu

Trp

160

Leu

Ser

Pro

Pro

Phe
240
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¢l

66/198 1l

Leu

Glu

Gln

Lys

Leu

305

Lys

Lys

Ser

Lys

Gln
385

Phe

Val

Phe

Pro

290

Thr

Val

Ala

Gln

Gly

370

Pro

Pro

Thr

Asn

275

Arg

Val

Ser

Lys

Glu

355

Phe

Glu

Pro

Cys

260

Trp

Glu

Leu

Asn

Gly

340

Glu

Tyr

Asn

245

Val

Tyr

Glu

His

Lys

325

Gln

Met

Pro

Asn

Pro

Val

Val

Gln

Gln

310

Gly

Pro

Thr

Ser

Tyr
390

Val

Asp

Tyr

295

Asp

Leu

Arg

Asp
375

Lys

Asp

Asp

Gly

280

Asn

Trp

Pro

Glu

Asn

360

Ile

Thr

Thr

Val

265

Val

Ser

Leu

Ser

Pro

345

Gln

Ala

Thr

111

Leu

250

Ser

Glu

Thr

Asn

Ser

330

Gln

Val

Val

Pro

Met

Gln

Val

Tyr

Gly

315

Ile

Val

Ser

Glu

Pro
395

Ile

Glu

His

Arg

300

Lys

Glu

Tyr

Leu

Trp

380

Val

Ser

Asp

Asn

285

Val

Glu

Lys

Thr

Thr

365

Glu

Leu

Arg

Pro

270

Ala

Val

Tyr

Thr

Leu

350

Ser

Asp

Thr

255

Glu

Lys

Ser

Lys

Ile

335

Pro

Leu

Asn

Ser

Pro

Val

Thr

Val

Cys

320

Ser

Pro

Val

Gly

Asp
400



CN 103298937 B

¢l

67/198 1l

Gly Ser Phe Phe

Gln Glu Gly Asn
420

Asn Arg Tyr Thr
435

<210>
211>
212>
213>

23
444
PRT
AL

<220>
223> NLR3

<400> 23

Gln Val Gln Leu

1

Ser Val Lys Val
20

Asn Met Asp Trp
35

Gly Asp Ile Asn
50

Leu Tyr Ser Lys
405

Val Phe Ser Cys

Gln Glu Ser Leu
440

Val Gln Ser Gly
5

Ser Cys Lys Ala

Val Arg Gln Ala
40

Thr Arg Ser Gly
55

Leu

Ser

425

Ser

Ser

Ser

25

Pro

Gly

112

Thr Val Asp Lys Ser Arg Trp
410 415

Val Met His Glu Ala Leu His
430

Leu Ser Pro

Glu Leu Lys Lys Pro Gly Ala
10 15

Gly Tyr Thr Phe Thr Asp Asn
30

Gly Gln Gly Leu Glu Trp Met
45

Ser Ile Tyr Asn Glu Glu Phe
60



CN 103298937 B

¢l

68/198 1l

Gln

65

Met

Ala

Thr

Pro

Gly

145

Asn

Gln

Ser

Ser

Asp

Glu

Arg

Leu

Leu

130

Cys

Ser

Ser

Ser

Asn
210

Arg

Leu

Arg

Val

115

Ala

Leu

Gly

Ser

Leu

195

Thr

Val

Ser

100

Thr

Pro

Val

Ala

Gly

180

Gly

Lys

Ile

Ser

85

Ser

Val

Cys

Lys

Leu

165

Leu

Thr

Val

Met

70

Leu

Tyr

Ser

Ser

Asp

150

Thr

Tyr

Gln

Asp

Thr

Arg

Gly

Ser

Arg

135

Tyr

Ser

Ser

Thr

Lys
215

Val

Ser

Tyr

Ala

120

Ser

Phe

Gly

Leu

Tyr

200

Arg

Asp

Glu

Tyr
105

Ser

Thr

Pro

Val

Ser
185

Thr

Val

113

Lys

Asp

90

Leu

Thr

Ser

Glu

His

170

Ser

Cys

Glu

Ser
75

Thr

Lys

Glu

Pro

155

Thr

Val

Asn

Ser

Thr

Ala

Glu

Gly

Ser

140

Val

Phe

Val

Val

Lys
220

Asp

Val

Trp

Pro

125

Thr

Thr

Pro

Thr

Asp

205

Tyr

Thr

Tyr

Gly

110

Ser

Ala

Val

Ala

Val

190

His

Gly

Ala

His

95

Glu

Val

Ala

Ser

Val

175

Pro

Lys

Pro

Tyr

80

Cys

Gly

Phe

Leu

Trp

160

Leu

Ser

Pro

Pro



CN 103298937 B

¢l

69/198 1l

Cys

225

Leu

Glu

Gln

Leu
305

Lys

Ser

Pro

Phe

Val

Phe

Pro

290

Thr

Val

Ala

Gln

Gly

Pro

Pro

Thr

Asn

275

Arg

Val

Ser

Lys

Glu

355

Phe

Cys

Pro

Cys

260

Trp

Glu

Leu

Asn

Gly

340

Glu

Tyr

Pro

Lys

245

Val

Tyr

Glu

His

325

Gln

Met

Pro

Ala

230

Pro

Val

Val

Gln

Gln

310

Gly

Pro

Thr

Ser

Pro

Val

Asp

Tyr

295

Asp

Leu

Arg

Lys

Asp

Glu

Asp

Asp

Gly

280

Asn

Trp

Pro

Glu

Asn

360

Ile

Phe

Thr

Val

265

Val

Ser

Leu

Ser

Pro

345

Gln

Ala

114

Leu

Leu

250

Ser

Glu

Thr

Asn

Ser

330

Gln

Val

Val

Gly

235

Met

Gln

Val

Tyr

Gly

315

Ile

Val

Ser

Glu

Gly

Ile

Glu

His

Arg

300

Lys

Glu

Tyr

Leu

Trp

Pro

Ser

Asp

Asn

285

Val

Glu

Thr

Thr
365

Glu

Ser

Arg

Pro

270

Ala

Val

Tyr

Thr

Leu

350

Cys

Ser

Val

Thr

255

Glu

Lys

Ser

Lys

Ile

335

Pro

Leu

Asn

Phe

240

Pro

Val

Thr

Val

Cys

320

Ser

Pro

Val

Gly



CN 103298937 B }?’l— ﬁlj %‘_C 70/198 7T

370 375 380

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
385 390 395 400

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
405 410 415

Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
420 425 430

Asn Arg Tyr Thr Gln Glu Ser Leu Ser Leu Ser Pro
435 440

210> 24

211> 444
<212> PRT
213> AL

£220>
223> NLF%

<400> 24
Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala

1 5 10 15

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

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

115



CN 103298937 B

5 %*

71/198 7T

Gly

Gln

65

Met

Ala

Thr

Pro

Gly

145

Asn

Gln

Ser

Asp

50

Asp

Glu

Arg

Leu

Leu

130

Cys

Ser

Ser

Ser

Ile

Leu

Arg

Val

115

Ala

Leu

Gly

Ser

Leu

Asn

Val

Ser

Lys

100

Thr

Pro

Val

Ala

Gly

180

Gly

Thr

Tle

Ser

85

Ser

Val

Cys

Leu
165

Leu

Thr

Arg

Met

70

Leu

Tyr

Ser

Ser

Asp

150

Thr

Tyr

Gln

Ser

55

Thr

Arg

Gly

Ser

Arg

135

Tyr

Ser

Ser

Thr

Gly

Val

Ser

Tyr

Ala

120

Ser

Phe

Gly

Leu

Tyr

Gly Ser

Asp Lys

Glu Asp
90

Tyr Leu
105

Ser Thr

Thr Ser

Pro Glu

Val His
170

Ser Ser
185

Thr Cys

116

Ile

Ser

75

Thr

Asp

Lys

Glu

Pro

155

Thr

Val

Asn

Tyr

60

Thr

Ala

Glu

Gly

Ser

140

Val

Phe

Val

Val

Asn

Thr

Trp

Pro

125

Thr

Thr

Pro

Thr

Asp

Glu

Thr

Tyr

Gly

110

Ser

Ala

Val

Ala

Val

190

His

Glu

Ala

His

95

Glu

Val

Ala

Ser

Val

175

Pro

Lys

Phe

80

Cys

Gly

Phe

Leu

160

Leu

Ser

Pro



CN 103298937 B

¢l

72/198 7T

Ser

Cys

225

Leu

Glu

Gln

Lys

Leu

305

Lys

Asn

210

Pro

Phe

Val

Phe

Pro

290

Thr

Val

Ala

195

Thr

Pro

Pro

Thr

Asn

275

Arg

Val

Ser

Lys

Lys

Cys

Pro

260

Trp

Glu

Leu

Asn

Gly
340

Val

Pro

Lys

245

Val

Tyr

Glu

His

Lys

325

Gln

Asp

Ala

230

Pro

Val

Val

Gln

Gln

310

Gly

Pro

Lys

215

Pro

Lys

Val

Asp

Tyr

295

Asp

Leu

Arg

200

Arg

Glu

Asp

Asp

Gly

280

Asn

Trp

Pro

Glu

Val

Phe

Thr

Val

265

Val

Ser

Leu

Ser

Pro
345

117

Glu

Leu

Leu

250

Ser

Glu

Thr

Asn

Ser

330

Gln

Ser

Gly

235

Met

Gln

Val

Tyr

Gly

315

Ile

Val

Lys

220

Gly

Ile

Glu

His

Arg

300

Lys

Glu

Tyr

205

Tyr

Pro

Ser

Asp

Asn

285

Val

Glu

Lys

Thr

Gly

Ser

Arg

Pro

270

Ala

Val

Tyr

Thr

Leu
350

Pro

Val

Thr

255

Glu

Lys

Ser

Lys

Ile

335

Pro

Pro

Phe

240

Pro

Val

Thr

Val

Cys

320

Ser

Pro



CN 103298937 B

¢l

&

73/198 T

Ser Gln

Lys Gly
370

Gln Pro
385

Gly Ser

Gln Glu

Asn Arg

<210>
211>
212>
213>

220>
223>

<400>

Glu Glu
355

Phe Tyr

Glu Asn

Phe Phe

Gly Asn
420

Tyr Thr
435

25
444
PRT
AL

ANILFF

25

Met

Pro

Asn

Leu

405

Val

Gln

Thr

Ser

Tyr

390

Tyr

Phe

Glu

Lys

Asp

375

Lys

Ser

Ser

Ser

Asn

360

Ile

Thr

Cys

Leu
440

Gln

Ala

Thr

Leu

Ser

425

Ser

Val Ser

Val Glu

Pro Pro
395

Thr Val
410

Val Met

Leu Ser

Leu

Trp

380

Val

Asp

His

Pro

Thr Cys
365

Glu Ser

Leu Asp

Lys Ser

Glu Ala
430

Leu

Asn

Ser

Arg

415

Leu

Val

Gly

Asp

400

Trp

His

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

1

5

10

15

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

118
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74/198 7T

Asn

Gly

Gln

65

Met

Ala

Thr

Pro

Gly

145

Asn

Met

Asp

50

Asp

Glu

Arg

Leu

Leu

130

Cys

Ser

Asp

35

Tle

Arg

Leu

Arg

Val

115

Ala

Leu

Gly

20

Trp

Asn

Val

Ser

Lys

100

Thr

Pro

Val

Ala

Val

Thr

Ile

Ser

85

Ser

Val

Cys

Lys

Leu
165

Arg

Arg

Met

70

Leu

Tyr

Ser

Ser

Asp

150

Thr

Gln

Ser

55

Thr

Arg

Gly

Ser

Arg

135

Tyr

Ser

Ala

40

Gly

Val

Ser

Tyr

Ala

120

Ser

Phe

Gly

25

Pro

Gly

Asp

Glu

Tyr

105

Ser

Thr

Pro

Val

119

Gly

Ser

Lys

Asp

90

Leu

Thr

Ser

Glu

His
170

Gln

Ile

Ser

75

Thr

Asp

Lys

Glu

Pro

155

Thr

Gly

Tyr

60

Thr

Ala

Glu

Gly

Ser

140

Val

Phe

Leu

45

Asn

Asp

Thr

Trp

Pro

125

Thr

Thr

Pro

30

Glu

Glu

Thr

Gly

110

Ser

Ala

Val

Ala

Trp

Glu

Ala

His

95

Glu

Val

Ala

Ser

Val
175

Met

Phe

Tyr

80

Cys

Gly

Phe

Leu

Trp

160

Leu



CN 103298937 B

¢l

&

75/198 7T

Gln Ser Ser

Ser

Ser

225

Leu

Glu

Gln

Lys

Leu

305

Lys

Ser

Asn

210

Pro

Phe

Val

Phe

Pro

290

Thr

Val

Leu

195

Thr

Pro

Pro

Thr

Asn

275

Arg

Val

Ser

Gly

180

Gly

Lys

Pro

Cys

260

Trp

Glu

Leu

Asn

Leu

Thr

Val

Pro

Lys

245

Val

Tyr

Glu

His

Lys
325

Tyr

Gln

Asp

Ala

230

Pro

Val

Val

Gln

Gln

310

Gly

Ser

Thr

Lys

215

Pro

Lys

Val

Asp

Tyr

295

Asp

Leu

Leu

Tyr

200

Arg

Glu

Asp

Asp

Gly

280

Asn

Trp

Pro

Ser Ser Val

185

Thr

Val

Phe

Thr

Val

265

Val

Ser

Leu

Ser

120

Cys

Glu

Leu

Leu

250

Ser

Glu

Thr

Asn

Ser
330

Asn

Ser

235

Met

Gln

Val

Tyr

315

Ile

Val

Val

Lys

220

Ile

Glu

His

Arg

300

Glu

Thr

Asp

205

Tyr

Pro

Ser

Asp

Asn

285

Val

Glu

Lys

Val

190

His

Gly

Ser

Arg

Pro

270

Ala

Val

Thr

Pro

Lys

Pro

Val

Thr

255

Glu

Lys

Ser

Lys

Ile
335

Ser

Pro

Pro

Phe

240

Pro

Val

Thr

Val

Cys

320

Ser



CN 103298937 B F 3

76/198 1T

Lys

Ser

Gln

385

Gly

Gln

Asn

Ala

Gln

Gly

370

Pro

Ser

Glu

His

<210>
211>
212>
213>

<220>
223>

<400>

Lys Gly Gln Pro Arg Glu Pro
340 345

Glu Glu Met Thr Lys Asn Gln
355 360

Phe Tyr Pro Ser Asp Ile Ala
375

Glu Asn Asn Tyr Lys Thr Thr
390

Phe Phe Leu Tyr Ser Lys Leu
405

Gly Asn Val Phe Ser Cys Ser
420 425

Tyr Thr Gln Glu Ser Leu Ser
435 440

26
444

PRT

AL
NLF3

26

121

Gln

Val

Val

Pro

Thr

410

Val

Leu

Val

Ser

Glu

Pro

395

Val

Met

Ser

Tyr

Leu

Trp

380

Val

Asp

His

Pro

Thr

Thr

365

Glu

Leu

Lys

Glu

Leu

350

Cys

Ser

Asp

Ser

Ala
430

Pro

Leu

Asn

Ser

Arg

415

Leu

Pro

Val

Gly

Asp

400

Trp

His
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¢l

&

77/198 7T

Gln Val Gln

1

Ser

Asn

Gly

Gln

65

Met

Ala

Thr

Pro

Gly
145

Val

Met

Asp

50

Asp

Glu

Arg

Leu

Leu

130

Cys

Lys

Asp

35

Tle

Arg

Leu

Arg

Val

115

Ala

Leu

Leu

Val

20

Trp

Asn

Val

Ser

Lys

100

Thr

Pro

Val

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Val

Lys

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Ser

Asp
150

Ser

Lys

Gln

Ser

55

Thr

Arg

Gly

Ser

Arg

135

Tyr

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ala

120

Ser

Phe

Ser Glu Leu

Ser
25

Pro

Gly

Asp

Glu

His

105

Ser

Thr

Pro

122

10

Gly

Gly

Ser

Thr

Asp

90

Leu

Thr

Ser

Glu

Tyr

Gln

Ile

Ser

75

Thr

Asp

Lys

Glu

Pro
155

Lys

Thr

Gly

Tyr

60

Thr

Ala

Glu

Gly

Ser

140

Val

Lys

Phe

Leu

45

Asn

Asp

Thr

Trp

Pro

125

Thr

Thr

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly

110

Ser

Ala

Val

Gly

15

Asp

Trp

Glu

Ala

His

95

Glu

Val

Ala

Ser

Ala

Asn

Met

Phe

Tyr

80

Cys

Gly

Phe

Leu

Trp
160
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Asn

Gln

Ser

Ser

Cys

225

Leu

Glu

Gln

Lys

Leu
305

Ser

Ser

Ser

Asn

210

Pro

Phe

Val

Phe

Pro

290

Thr

Ser

Leu

195

Thr

Pro

Pro

Thr

Asn

275

Arg

Val

Ala

Gly

180

Lys

Cys

Pro

Cys

260

Glu

Leu

Leu

165

Leu

Thr

Val

Pro

Lys

245

Val

Glu

His

Thr

Tyr

Gln

Asp

Ala

230

Pro

Val

Val

Gln

Gln
310

Ser

Ser

Thr

Lys

215

Pro

Lys

Val

Asp

Tyr

295

Asp

Gly

Leu

Tyr

200

Arg

Glu

Asp

Asp

Gly

280

Asn

Trp

Val

Ser

185

Thr

Val

Phe

Thr

Val

265

Val

Ser

Leu

123

His
170

Ser

Glu

Leu

Leu

250

Ser

Glu

Thr

Asn

Thr

Val

Asn

Ser

Gly

235

Met

Gln

Val

Tyr

Gly
3156

Phe

Val

Val

Lys

220

Gly

Ile

Glu

His

Arg

300

Lys

Pro

Thr

Asp

205

Tyr

Pro

Ser

Asp

Asn

285

Val

Glu

Ala

Val

190

His

Gly

Ser

Arg

Pro

270

Ala

Val

Tyr

Val

175

Pro

Lys

Pro

Val

Thr

255

Glu

Lys

Ser

Lys

Leu

Ser

Pro

Pro

Phe

240

Pro

Val

Thr

Val

Cys
320



CN 103298937 B

JE3

¢l

&

79/198 7T

Lys Val

Lys Ala

Ser Gln

Lys Gly
370

Gln Pro
385

Gly Ser

Gln Glu

Asn His

<210>
211>
212>
213>

Ser

Glu
355

Phe

Glu

Phe

Tyr
435

27
444
PRT
AL

Asn

Gly

340

Glu

Tyr

Asn

Phe

Asn

420

Thr

Lys

325

Gln

Met

Pro

Asn

Leu

405

Val

Gln

Gly

Pro

Thr

Ser

Tyr

390

Tyr

Phe

Glu

Leu

Arg

Lys

Asp

375

Ser

Ser

Ser

Pro

Glu

Asn

360

Ile

Thr

Lys

Leu
440

Ser

Pro

345

Gln

Ala

Thr

Leu

Ser

425

Ser

124

Ser

330

Gln

Val

Val

Pro

Thr

410

Val

Leu

Ile

Val

Ser

Glu

Pro

395

Val

Met

Ser

Glu

Tyr

Leu

Trp

380

Val

Asp

His

Pro

Lys

Thr

Thr

365

Glu

Leu

Lys

Glu

Thr

Leu

350

Cys

Ser

Ser

Ala
430

Ile

335

Pro

Leu

Asn

Ser

Arg

415

Leu

Ser

Pro

Val

Gly

Asp

400

Trp

His



CN 103298937 B

¢l

80/198 1l

<220>
223> NLRF3

<400> 27

Gln Val Gln

1

Ser

Asn

Gly

Gln

65

Met

Ala

Thr

Pro

Val

Met

Asp

50

Asp

Glu

Arg

Leu

Leu
130

Lys

Asp

35

Ile

Arg

Leu

Arg

Val

115

Ala

Leu

Val

20

Trp

Asn

Val

Ser

100

Thr

Pro

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Val

Cys

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Ser

Ser

Gln

Ser

95

Thr

Arg

Gly

Ser

Arg
135

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ala

120

Ser

Ser

Ser
25

Pro

Gly

Asp

Glu

His

105

Ser

Thr

125

Glu

10

Gly

Gly

Ser

Lys

Asp

90

Leu

Thr

Ser

Leu

Tyr

Gln

Ile

Ser

75

Thr

Asp

Lys

Glu

Lys

Thr

Gly

Tyr

60

Thr

Ala

Glu

Gly

Ser
140

Lys

Phe

Leu

45

Asn

Asp

Thr

Trp

Pro

125

Thr

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly

110

Ser

Ala

Gly

15

Asp

Trp

Glu

Ala

His

95

Glu

Val

Ala

Ala

Asn

Met

Phe

Tyr

80

Cys

Gly

Phe

Leu



CN 103298937 B

¢l

81/198 1l

Gly

145

Asn

Gln

Ser

Ser

Cys

225

Leu

Glu

Gln

Cys

Ser

Ser

Ser

Asn

210

Pro

Phe

Val

Phe

Pro

Leu

Ser

Leu

195

Thr

Pro

Pro

Thr

Asn
275

Val

Ala

Gly

180

Gly

Cys

Pro

Cys

260

Trp

Glu

Lys

Leu

165

Leu

Thr

Val

Pro

245

Val

Tyr

Glu

Asp

150

Thr

Tyr

Gln

Asp

Ala

230

Pro

Val

Val

Gln

Tyr

Ser

Ser

Thr

215

Pro

Val

Asp

Tyr

Phe

Gly

Leu

Tyr

200

Arg

Glu

Asp

Asp

Gly

280

Asn

Pro

Val

Ser

185

Thr

Val

Phe

Thr

Val

265

Val

Ser

126

Glu

His

170

Ser

Cys

Glu

Leu

Leu

250

Ser

Glu

Thr

Pro

155

Thr

Val

Asn

Ser

Gly

235

Met

Gln

Val

Tyr

Val

Phe

Val

Val

Lys

220

Gly

Ile

Glu

His

Arg

Thr

Pro

Thr

Asp

205

Tyr

Pro

Ser

Asp

Asn

285

Val

Val

Ala

Val

190

His

Gly

Ser

Arg

Pro

270

Ala

Val

Ser

Val

175

Pro

Lys

Pro

Val

Thr

255

Glu

Lys

Ser

Trp

160

Leu

Ser

Pro

Pro

Phe

240

Pro

Val

Thr

Val



CN 103298937 B

¢l

82/198 1l

Leu

305

Lys

Lys

Ser

Lys

Gln

385

Gly

Gln

Asn

290

Thr

Val

Ala

Gln

Gly

370

Pro

Ser

Glu

Arg

Val

Ser

Lys

Glu

355

Phe

Glu

Phe

Gly

Tyr
435

Leu

Asn

Gly

340

Glu

Tyr

Asn

Phe

Asn

420

Thr

His

Lys

325

Gln

Met

Pro

Asn

Leu

405

Val

Gln

Gln

310

Gly

Pro

Thr

Ser

Tyr

390

Tyr

Phe

Glu

295

Asp

Leu

Arg

Asp

375

Lys

Ser

Ser

Ser

Trp

Pro

Glu

Asn

360

Ile

Thr

Lys

Cys

Leu
440

Leu

Ser

Pro

345

Gln

Ala

Thr

Leu

Ser

425

Ser

127

Asn

Ser

330

Gln

Val

Val

Pro

Thr

410

Val

Leu

Gly

315

Ile

Val

Ser

Glu

Pro

395

Val

Met

Ser

300

Lys

Glu

Tyr

Leu

Trp

380

Val

Asp

His

Pro

Glu

Lys

Thr

Thr

365

Glu

Leu

Lys

Glu

Tyr

Thr

Leu

350

Cys

Ser

Asp

Ser

Ala
430

Lys

Ile

335

Pro

Leu

Asn

Ser

Arg

415

Leu

Cys

320

Ser

Pro

Val

Gly

Asp

400

Trp

His



CN 103298937 B

JE3

5 %*

83/198 1l

<210>
211>
<212>
<213>

<220>
223>

<400>
Asp Ile

1

Asp Arg

Leu Ala

Tyr Arg
50

Ser Arg

65

Glu Asp

Thr Phe

Pro Ser

28
214
PRT
AT

NI

28

Gln

Val

35

Ala

Tle

Gly

Val

Met

Thr

20

Tyr

Ser

Gly

Ala

Gly

100

Phe

Thr

Ile

Gln

Arg

Thr

Thr

85

Gly

Ile

Gln

Thr

Gln

Lys

70

Tyr

Thr

Phe

Ser

Cys

Glu

55

Phe

Tyr

Lys

Pro

Pro

Lys

Pro

40

Ser

Thr

Cys

Val

Pro

Ser Ser
10

Ala Ser
25

Gly Gln

Gly Val

Leu Thr

Gln Gln
90

Glu Ile
105

Ser Asp

128

Leu

Lys

Ala

Pro

Ile

75

Tyr

Lys

Glu

Ser

Asn

Pro

Asp

60

Ser

Ser

Arg

Gln

Ala

Ile

Arg

45

Arg

Ser

Ser

Thr

Leu

Ser

Glu
30

Leu

Phe

Leu

Pro

Val
110

Val

15

Arg

Leu

Ser

Gln

Pro

95

Ala

Ser

Gly

Asn

Ile

Gly

Pro

80

Leu

Ala



CN 103298937 B

¢l

84/198 1l

Thr

Lys

145

Glu

Ser

Ala

Phe

Ala

130

Val

Ser

Thr

Cys

Asn
210

<210>
211>
212>
213>

<220>
223>

<400>

115

Ser Val

Gln Trp

Val Thr

Leu Thr
180

Glu Val
195

Arg Gly

29
214
PRT
AL

ANIF3

29

Val

Lys

Glu

165

Leu

Thr

Glu

Cys

Val

150

Gln

Ser

His

Cys

Leu

135

Asp

Asp

Gln

120

Leu

Asn

Ser

Ala

Gly
200

Asn

Ala

Lys

Asp

185

Leu

Asn Phe Tyr
140

Leu Gln Ser
155

Asp Ser Thr
170

Tyr Glu Lys

Ser Ser Pro

125

Pro

Gly

Tyr

His

Val
205

Arg Glu

Asn Ser

Ser Leu
175

Lys Val
190

Thr Lys

Ala

Gln

160

Ser

Tyr

Ser

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

1

5

129

10

15



CN 103298937 B

F

¢l

=

85/198 1l

Asp

Leu

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Arg

Ala

Arg

50

Arg

Asp

Phe

Ser

Ala

130

Val

Ser

Val

Trp

35

Ala

Tyr

Ile

Gly

Val

115

Ser

Gln

Val

Thr

20

Tyr

Asp

Gly

Ala

Gly

100

Phe

Val

Trp

Thr

Ile

Gln

Arg

Thr

Thr

85

Gly

Tle

Val

Lys

Glu

Thr

Gln

Lys

Asp

70

Thr

Phe

Cys

Val

150

Gln

Cys

Glu

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Lys

Pro

40

Ser

Thr

Val

Pro

120

Leu

Asn

Ser

Ala

25

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

130

Ser

Gln

Val

Thr

Gln

90

Tle

Asp

Asn

Leu

Asp

Arg Asn

Ala Pro

Pro Asp
60

Ile Ser
75

Tyr Ser

Lys Arg

Glu Gln

Phe Tyr
140

Gln Ser
155

Ser Thr

Ile

Glu

45

Arg

Ser

Ser

Thr

Leu

125

Pro

Gly

Tyr

Glu

30

Leu

Phe

Leu

Pro

Val

110

Arg

Asn

Ser

Arg

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

Asn

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser



CN 103298937 B }?’l— ﬁlj %‘_C 86/198 1L

165 170 175

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

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

Phe Asn Arg Gly Glu Cys
210

<210> 30

211> 214
<212> PRT
213> AL

<220>
223> NTL5

<400> 30
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Arg Asn Ile Glu Arg Asn
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Glu Leu Leu Ile
35 40 45

Tyr Gln Ala Ser Arg Lys Glu Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

131
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87/198 1l

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Arg

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn

Tyr

Ile

Gly

Val

115

Ser

Gln

Val

Leu

Glu
195

Gly

Ala

Gly

100

Phe

Val

Trp

Thr

Thr

180

Val

Gly

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Glu

Asp

70

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Phe

Lys

Pro

Leu

135

Asp

Lys

Gln

Thr

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Leu

Gln

Glu

105

Ser

Asn

Ala

Asp
185

Leu

132

Thr

Gln

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

Ile

5

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser

Ser

Arg

Gln

140

Ser

Thr

Lys

Pro

Ser

Ser

Thr

Leu

125

Pro

Gly

His

Val
205

Leu

Pro

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Pro
80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser
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&

88/198 1l

210

<210> 31

211> 214
<212> PRT
213> AL

220>
223>

<400> 31
Asp Ile Gln

1

Asp Arg Val

Leu Ala Trp
35

Tyr Gln Ala
50

Ser Arg Tyr
65

Glu Asp Ile

Thr Phe Gly

NILF3

Met

Thr

20

Ser

Ala

Gly
100

Thr

Ile

Gln

Arg

Thr

Thr

85

Gly

Gln

Thr

Gln

Lys

70

Tyr

Thr

Ser

Cys

Lys

Glu

55

Phe

Tyr

Lys

Pro

Lys

Pro

40

Ser

Thr

Cys

Val

Ser

Ala

25

Gly

Leu

Gln

Glu
105

133

Ser
10

Ser

Gln

Val

Thr

Gln

90

Ile

Leu

Arg

Ala

Pro

Ile

75

Tyr

Lys

Ser

Asn

Pro

Asp

60

Ser

Ser

Arg

Ala

Ile

Glu

45

Arg

Ser

Ser

Thr

Ser

Glu
30

Leu

Phe

Leu

Pro

Val
110

Val
15

Arg

Leu

Ser

Gln

Pro

95

Ala

Gly

Gln

Ile

Gly

Pro

80

Leu

Ala



CN 103298937 B F 3

89/198 11
Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125
Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140
Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160
Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190
Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205
Phe Asn Arg Gly Glu Cys
210
<210> 32
211> 214
<212> PRT
213> AL
<220>
223> ANILFF|
<400> 32

134
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90/198 1l

Asp

1

Asp

Leu

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys
145

Ile

Arg

Ala

Gln

50

Arg

Asp

Phe

Ser

Ala

130

Val

Gln

Val

Trp

35

Ala

Tyr

Ile

Gly

Val

115

Ser

Gln

Met

Thr

20

Tyr

Ser

Gly

Ala

Gly

100

Phe

Val

Trp

Thr

Ile

Gln

Arg

Thr

Thr

85

Gly

Ile

Val

Lys

Gln

Thr

Gln

Lys

Asp

70

Tyr

Thr

Phe

Cys

Val
150

Ser

Cys

Glu

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Pro

Lys

Pro

40

Ser

Thr

Cys

Val

Pro

120

Leu

Asn

Ser

Ala
25

Gly

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

135

Ser

10

Ser

Gln

Val

Thr

Gln

90

Tle

Asp

Asn

Leu

Leu

Arg

Ala

Pro

Ile

75

Tyr

Lys

Glu

Phe

Gln
155

Ser

Asn

Pro

Asp

60

Ser

Ser

Arg

Gln

Tyr

140

Ser

Ala

Ile

Glu

45

Arg

Ser

Asp

Thr

Leu

125

Pro

Gly

Ser

Glu

30

Leu

Phe

Leu

Pro

Val

110

Arg

Asn

Val

15

Arg

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Gly

Gln

Tle

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln
160



CN 103298937 B }?’l— ﬁlj %‘_C 91/198 1L

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

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

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

Phe Asn Arg Gly Glu Cys
210

<210> 33
211> 214
<212> PRT
213> AL

<220>
223> ANILFH|

<400> 33

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

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Arg Asn Ile Glu Arg Gln
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Glu Leu Leu Ile
35 40 45

136
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Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Arg

50

Arg

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Ala

Tyr

Tle

Gly

Val

115

Ser

Gln

Val

Leu

Glu
195

Ser

Gly

Ala

Gly

100

Phe

Val

Trp

Thr

Thr

180

Val

Arg

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Lys

Asp

70

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Glu

95

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

Ser

Thr

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Gly Val Pro Asp

Leu

Gln

Glu
105

Ser

Asn

Ala

Lys

Asp

185

Leu

137

Thr

Gln

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

60

Ile Ser
75

Tyr Ser

Lys Arg

Glu Gln

Phe Tyr

140

Gln Ser

155

Ser Thr

Glu Lys

Ser Pro

Arg

Ser

Asp

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Phe

Leu

Pro

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser



F 5l

&

CN 103298937 B 93/198 1
Phe Asn Arg Gly Glu Cys
210
<210> 34
211> 214
<212> PRT
213> AL
<220>
223> ANTF%|
<400> 34
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Arg Asn Ile Glu Arg Gln
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Glu Leu Leu Ile
35 40 45
Tyr Arg Ala Asp Arg Lys Glu Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60
Ser Arg Tyr Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Asp Pro Pro Leu
85 90 95
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94/198 1l

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

<210>
211>
212>
213>

<220>

Gly

Val
115

Ser

Gln

Val

Leu

Glu
195

Arg

35
123
PRT
AL

Gly

100

Phe

Val

Trp

Thr

Thr

180

Val

Gly

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Glu

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Pro

Leu

135

Asp

Asp

Lys

Gln

Val

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Glu Ile
105

Ser Asp

Asn Asn

Ala Leu

Lys Asp
170

Asp Tyr
185

Leu Ser

139

Glu Gln

Phe Tyr
140

Gln Ser

155

Ser Thr

Glu Lys

Ser Pro

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser



CN 103298937 B

¢l

95/198 1l

<223> NTLI5

<400> 35

Gln Val Gln

1

Ser

Asp

Ala

Lys

65

Leu

Ala

Trp

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

Arg

Ala

35

Ile

Arg

Met

Arg

Gln
115

<210> 36
211>
<212> PRT

123

Leu

Leu
20

Trp

Ser

Phe

Asn

Ala
100

Gly

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Glu

Cys

Arg

Ser

Val

70

Leu

His

Leu

Ser

Ala

Gln

Gly

95

Ser

Arg

Asn

Val

Gly

Ala

Ala

40

Gly

Arg

Ala

Leu

Thr
120

Gly

Ser

25

Pro

Ser

Asp

Glu

Gly

105

Val

140

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Ser

Leu

Phe

Tyr

Ala

75

Thr

Gly

Ser

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

Gln

Phe

Leu

45

Arg

Asn

Val

Tyr

Pro

Ser

30

Glu

His

Ser

Tyr

Phe
110

Gly

15

Tyr

Trp

Ser

Leu

Tyr

95

Asp

Gly

Tyr

Val

Val

Tyr

80

Cys

Phe



CN 103298937 B

JE3

¢l

&

96/198 1l

Q213> AT

<220>
223> NTLRF5

<400> 36

Gln Val Gln

1

Ser

Asp

Ala

Lys

65

Leu

Ala

Trp

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

Arg

Ala

35

Ile

Arg

Met

Arg

Gln
115

Leu

Leu
20

Trp

Ser

Phe

Asn

Ala

100

Gly

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Glu

Cys

Arg

Ser

Val

70

Leu

His

Leu

Ser

Ala

Gln

Gly

95

Ser

Arg

Asn

Val

Gly

Ala

Ala

40

Gly

Arg

Ala

Leu

Thr
120

Gly

Ser

25

Pro

Ser

Asp

Glu

Gly

105

Val

141

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Ser

Leu

Phe

Tyr

Ala

75

Thr

Gly

Ser

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

Gln

Phe

Leu

45

Arg

Asn

Val

Tyr

Pro

Ser

30

Glu

Arg

Ser

Tyr

Phe
110

Gly

15

Tyr

Trp

Ser

Leu

Tyr

95

Asp

Gly

Tyr

Val

Val

Tyr

80

Cys

Phe



CN 103298937 B

F

¢l

=

97/198 1l

<210>
211>
<212>
<213>

<220>
223>

<400>

Gln

Ser

Asp

Ala

65

Leu

Ala

Trp

Val

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

37
123
PRT
AT

NI

37

Gln

Arg

Ala

35

Ile

Arg

Met

Arg

Gln

Leu

Leu
20

Trp

Ser

Phe

Asn

Ala

100

Gly

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Thr

Glu

Cys

Arg

Ser

Val

70

Leu

His

Leu

Ser

Ala

Gln

Gly

55

Ser

Arg

Asn

Val

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

Gly

Ser
25

Pro

Ser

Glu

Gly
105

Val

142

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Ser

Leu

Phe

Tyr

Ala

75

Thr

Gly

Ser

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

Gln

Phe

Leu

45

Arg

Asn

Val

Tyr

Pro

Ser

30

Glu

Arg

Ser

Tyr

Phe
110

Gly

15

Tyr

Trp

Ser

Leu

Tyr

95

Asp

Gly

Tyr

Val

Val

Tyr

80

Cys

Phe



CN 103298937 B

¢l

98/198 1l

115

<210> 38

211> 123
<212> PRT
213> AL

220>
223>

<400> 38
Gln Val Gln

1

Ser Leu Arg

Asp Met Ala
35

Ala Ser Ile
50

65

Leu Gln Met

Ala Arg Arg

NILF3

Leu

Leu

20

Trp

Ser

Phe

Asn

Ala
100

Val

Ser

Val

Pro

Thr

Ser

85

Gly

Glu

Cys

Arg

Ser

Val

70

Leu

His

Ser

Ala

Gln

Gly

55

Ser

Arg

Asn

120

Gly

Ala

Ala

40

Gly

Arg

Ala

Tyr

Gly

Ser

25

Pro

Ser

Glu

Gly
105

143

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Leu

Phe

Lys

Tyr

Ala

75

Thr

Gly

Val

Thr

Gly

Tyr

60

Lys

Ala

Trp

Gln

Phe

Leu

45

Arg

Asn

Val

Tyr

Pro

Ser

30

Glu

Arg

Ser

Tyr

Phe
110

Gly

15

Tyr

Trp

Ser

Leu

Tyr

95

Asp

Gly

Tyr

Val

Val

Tyr

80

Cys

Tyr



CN 103298937 B

F 5l

&

99/198 1l

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

<210>
211>
212>
213>

220>
223>

<400>

115

39
123
PRT
AL

ANILF3

39

Gln Val Gln Leu

1

Ser Leu Arg Leu

20

Asp Ile Asn Trp

35

Ala Ser Ile Ser

50

Lys Gly Arg Phe

65

Leu Gln Met Asn

Val

Ser

Val

Pro

Thr

Ser
85

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Ala

Gln

Gly

55

Ser

Arg

120

Gly Gly

Ala Ser
25

Ala Pro

40

Gly Ser

Arg Asp

Ala Glu

144

Gly

10

Gly

Gly

Thr

Asn

Asp
90

Leu

Phe

Lys

Tyr

Ala

75

Thr

Val Gln

Thr Phe

Gly Leu
45

Tyr Arg
60

Lys Asn

Ala Val

Pro

Ser

30

Glu

Arg

Ser

Tyr

Gly

15

Tyr

Trp

Ser

Leu

Tyr
95

Gly

Tyr

Val

Val

Tyr

80

Cys



CN 103298937 B

JE3

¢l

&

100/198 5T

Ala Thr Arg Ala Gly His Asn Tyr

100

Trp Gly Gln Gly Thr Leu Val Thr

<210>
211>
212>
213>

<220>
223>

<400>

115

40
123
PRT
AL

ANIF3

40

Gln Val Gln Leu

Ser Leu Arg Leu

20

Asp Ile Asn Trp

35

Ser Ser lle Ser

50

Lys Gly Arg Phe

65

120

Val Glu Ser Gly
5

Ser Cys Ala Ala

Val Arg Gln Ala
40

Pro Ser Gly Gln
55

Thr Ile Ser Arg
70

Gly Ala Gly Trp Tyr Phe Asp Tyr

105

Val

Gly

Ser

25

Pro

Ser

Asp

145

Ser Ser

Gly Leu

10

Gly Phe

Gly Lys

Thr Tyr

Asn Ser
75

110

Val Gln Pro

Thr Phe Ser
30

Gly Leu Glu
45

Tyr Arg Arg
60

Lys Asn Thr

Gly

15

Tyr

Trp

Glu

Leu

Gly

Tyr

Val

Val

Tyr
80



CN 103298937 B

JE3

5 %*

101/198 5T

Leu Gln Met Asn Ser Leu Arg Ala

Ala Arg Arg Ser
100

Trp Gly Gln Gly
115

210> 41

211> 123
<212> PRT
213> AL

<220>
223> ANTLR5

<400> 41
Gln Val Gln Leu

1

Ser Leu Arg Leu
20

Asp Ile Gln Trp
35

Ser Ser lle Ser
50

Lys Gly Arg Phe

85

Gly His Asn Tyr

Thr Leu Val Thr
120

Val Glu Ser Gly
5

Ser Cys Ala Ala

Val Arg Gln Ala
40

Pro Ser Gly Gln
55

Thr Ile Ser Arg

Glu Asp Thr Ala Val Tyr Tyr Cys

90

95

Gly Gly Gly Trp Tyr Phe Asp Tyr

105 110

Val Ser Ser

Gly Gly Leu Val Gln Pro
10

Ser Gly Phe Thr Phe Ser
25 30

Pro Gly Lys Gly Leu Glu
45

Ser Thr Tyr Tyr Arg Arg
60

Asp Asn Ser Lys Asn Thr

146

Gly

15

Tyr

Trp

Glu

Leu

Gly

Tyr

Val

Val

Tyr



CN 103298937 B }_% ﬁlj %‘_C 102/198 5T

65 70 75 80

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

Ala Arg Arg Ser Gly His Asn Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr
100 105 110

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

<210> 42

211> 123
<212> PRT
213> AL

<220>
223> NTL5

<400> 42
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

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

Asp Ile Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val
50 55 60

147



CN 103298937 B

JE3

¢l

&

103/198 5L

Lys Gly Arg Phe
65

Leu Gln Met Asn

Ala Arg Arg Ser
100

Trp Gly Gln Gly
115

<210> 43
211> 123
<212> PRT
213> AL

<220>
223> ANILFH|

<400> 43

Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

70

Ser Leu Arg Ala Glu

85

Gly His Asn Phe Gly

105

Thr Leu Val Thr Val

120

Gln Val Gln Leu Val Glu Ser Gly Gly

1

5

Ser Leu Arg Leu Ser Cys Ala Ala Ser

20

25

Asp Ile Gln Trp Val Arg Gln Ala Pro

35

40

148

75 80

Asp Thr Ala Val Tyr Tyr Cys
90 95

Gly Gly Trp Tyr Phe Asp Tyr
110

Ser Ser

Gly Leu Val Gln Pro Gly Gly
10 15

Gly Phe Thr Phe Ser Tyr Tyr
30

Gly Lys Gly Leu Glu Trp Val
45



CN 103298937 B }_% ﬁlj %‘_C 104/198 5T

Ser Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

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

Ala Arg Arg Ser Gly Lys Ser Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr
100 105 110

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

210> 44

211> 123
<212> PRT
213> AL

£220>
223> NI %)

<400> 44
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

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

149



CN 103298937 B }_% ﬁlj %‘_C 105/198 5T

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

Ser Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

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

Ala Arg Arg Ser Gly Arg Glu Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr
100 105 110

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

<210> 45

211> 123
<212> PRT
213> AL

<220>
223> NLF7

<400> 45
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Tyr

150



CN 103298937 B }?’l— ﬁlj %‘EC 106/198 Tl
20 25 30
Asp Ile Gln Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Arg Thr Gly Arg Glu Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr
100 105 110
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 46
211> 119
<212> PRT
213> AL
<220>
<223> ANILF%|
<400> 46

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

1

5

151

10

15



CN 103298937 B }?’l— ﬁlj %‘EC 107/198 1L
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30
Asn Met Asp Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe
50 55 60
Gln Asp Arg Val Ile Met Thr Val Asp Lys Ser Thr Gly Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Arg Lys Ser Tyr Gly Tyr His Leu Asp Glu Trp Gly Glu Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115
<210> 47
211> 119
<212> PRT
Q213> AL
<220>
223> ANILFF|
<400> 47

152
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¢l

108/198 1l

Gln

Ser

Asn

Gly

Gln

65

Met

Ala

Thr

Val

Val

Met

Asp

50

Asp

Glu

Arg

Leu

<210>
211>
212>
213>

<220>

Gln

Lys

Asp
35

Ile

Arg

Leu

Arg

Val
115

48
119
PRT
AL

Leu

Val

20

Trp

Asn

Val

Ser

Lys

100

Thr

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Val

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Ser

Lys

Gln

Ser

55

Thr

Arg

Gly

Ser

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ser

Ser

25

Pro

Gly

Asp

Glu

Tyr
105

153

Glu

10

Gly

Gly

Ser

Lys

Asp

90

Leu

Leu

Tyr

Gln

Ile

Ser

75

Thr

Asp

Thr

Tyr

60

Thr

Ala

Glu

Phe

Leu

45

Asn

Gly

Val

Trp

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly
110

Gly

15

Asp

Trp

Glu

Ala

His

95

Glu

Ala

Asn

Met

Phe

Tyr

80

Cys

Gly



CN 103298937 B

¢l

109/198 1L

<223> NTLI5

<400> 48

Gln Val Gln

1

Ser

Asn

Gly

Gln

65

Met

Ala

Thr

Val

Met

Asp

50

Asp

Glu

Arg

Leu

Lys

Asp

35

Ile

Arg

Leu

Arg

Val
115

<210> 49
211>
<212> PRT

119

Leu

Val
20

Trp

Asn

Val

Ser

Lys

100

Thr

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Val

Gln

Cys

Arg

Arg

Met

70

Leu

Arg

Ser

Ser

Lys

Gln

Ser

95

Thr

Arg

Gly

Ser

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ser

Ser

25

Pro

Gly

Asp

Glu

His
105

154

Glu

10

Gly

Gly

Ser

Lys

Asp

90

Leu

Leu

Tyr

Gln

Ile

Ser

75

Thr

Asp

Thr

Tyr

60

Thr

Ala

Glu

Lys

Phe

Leu

45

Asn

Gly

Val

Trp

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly
110

Gly

15

Asp

Trp

Glu

Ala

His

95

Glu

Ala

Asn

Met

Phe

Tyr

80

Cys

Gly
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110/198 5T

Q213> AT

<220>
223> NTLRF5

<400> 49

Gln Val Gln

1

Ser

Asn

Gly

Gln

65

Met

Ala

Thr

Val

Met

Asp

50

Asp

Glu

Arg

Leu

Lys

Asp

35

Ile

Arg

Leu

Arg

Val
115

Leu

Val
20

Trp

Asn

Val

Ser

Lys

100

Thr

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Val

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Ser

Lys

Gln

Ser

95

Thr

Arg

Gly

Ser

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ser

Ser

25

Pro

Gly

Asp

Glu

Tyr
105

155

Glu
10

Gly

Ser

Lys

Asp

90

Leu

Leu

Tyr

Gln

Ile

Ser

75

Thr

Asp

Lys

Thr

Tyr

60

Thr

Ala

Glu

Lys

Phe

Leu

45

Asn

Asp

Val

Trp

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly
110

Gly
15

Asp

Glu

Ala

His

95

Glu

Ala

Asn

Met

Phe

Tyr

80

Cys

Gly
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111/198 1T

<210>
211>
<212>
<213>

<220>
223>

<400>

Gln

Ser

Asn

Gly

Gln

65

Met

Ala

Thr

Val

Val

Met

Asp

50

Asp

Glu

Arg

Leu

50
119
PRT
AT

NI

50

Gln

Lys

His

35

Ile

Arg

Leu

Arg

Val

Leu

Val
20

Trp

Asn

Val

Ser

Lys

100

Thr

Val

Ser

Val

Thr

Tle

Ser

85

Ser

Val

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Ser

Lys

Gln

Ser

55

Thr

Arg

Gly

Ser

Gly

Ala

Ala

40

Gly

Val

Ser

Tyr

Ser

Ser

25

Pro

Gly

Asp

Glu

His
105

156

Glu
10

Gly

Ser

Asp
90

Leu

Leu

Tyr

Gln

Tle

Ser

75

Thr

Asp

Lys

Thr

Tyr

60

Thr

Ala

Glu

Lys

Phe

Leu

45

Asn

Asp

Val

Trp

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly
110

Gly

15

Asp

Trp

Glu

Ala

His
95

Glu

Ala

Asn

Met

Phe

80

Cys

Gly
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112/198 BT

115

<210> 51

211> 119
<212> PRT
213> AL

220>
223>

<400> 51
Gln Val Gln

1

Ser Val Lys

Asn Met Asp
35

Gly Asp Ile
50

Gln Asp Arg
65

Met Glu Leu

Ala Arg Arg

NILF3

Leu

Val

20

Trp

Asn

Val

Ser

Lys
100

Val

Ser

Val

Thr

Ile

Ser

85

Ser

Gln

Cys

Arg

Arg

Met

70

Leu

Tyr

Ser

Lys

Gln

Ser

55

Thr

Arg

Gly

Gly

Ala

Ala

40

Gly

Val

Ser

Asn

Ser

Ser

25

Pro

Gly

Asp

Glu

His
105

157

Glu
10

Gly

Gly

Ser

Asp
90

Leu

Leu Lys

Tyr Thr

Gln Gly

Ile Tyr

60

Ser Thr
75

Thr Ala

Asp Glu

Lys

Phe

Leu

45

Asn

Asp

Val

Trp

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly
110

Gly

15

Asp

Trp

Glu

Ala

His
95

Glu

Ala

Asn

Met

Phe

80

Cys

Gly



CN 103298937 B }?’l— ﬁlj %‘EC 113/198 Tl
Thr Leu Val Thr Val Ser Ser
115
<210> 52
211> 119
<212> PRT
213> AL
<220>
223> ANTF%|
<400> 52
Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Asn
20 25 30
Asn Met Asp Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe
50 55 60
Gln Asp Arg Val Ile Met Thr Val Asp Lys Ser Thr Asp Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Thr Tyr His Cys
85 90 95

158



CN 103298937 B }_% ﬁlj %‘_C 114/198 5T

Ala Arg Arg Lys Ser Tyr Gly Tyr Tyr Leu Asp Glu Trp Gly Glu Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 53

211> 119
<212> PRT
213> AL

£220>
<223> ANTLR%

<400> 53
Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala

1 5 10 15

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

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

Gly Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe
50 55 60

Gln Asp Arg Val Ile Met Thr Val Asp Thr Ser Thr Asp Thr Ala Tyr
65 70 75 80

159
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115/198 5T

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Thr Tyr His Cys
85 90 95

Ala Arg Arg Lys Ser Tyr Gly Tyr His Leu Asp Glu Trp Gly Glu Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 54

211> 119
<212> PRT
213> AL

<220>
223> ANTLR5

<400> 54
Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala

1 5 10 15

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

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

Gly Asp Ile Asn Thr Lys Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe
50 55 60

Gln Asp Arg Val Ile Met Thr Val Asp Lys Ser Thr Asp Thr Ala Tyr

160
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65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Thr Tyr His Cys
85 90 95

Ala Arg Arg Gln Ser Tyr Gly Tyr His Leu Asp Glu Trp Gly Glu Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 55

211> 119
<212> PRT
213> AL

<220>
223> NTL5

<400> 55
Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala

1 5 10 15

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

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

Gly Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe
50 55 60

161
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Gln Asp Arg Val Ile Met Thr Val Asp Lys Ser Thr Asp Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Thr Tyr His Cys
85 90 95

Ala Arg Arg Lys Ser Tyr Gly Tyr His Leu Asp Glu Trp Gly Glu Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 56

211> 106
<212> PRT
213> AL

<220>
223> ANILFH|

<400> 56
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Ile Tyr Lys Asn
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Lys Leu Leu Ile
35 40 45
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Tyr Ser Ala Ser
50

Ser Arg Tyr Gly
65

Glu Asp Leu Ala

Phe Gly Gly Gly
100

<210> 57

211> 107
<212> PRT
213> AL

<220>
223> NLR3

<400> 57

Tyr Arg Tyr Ser Gly Val Pro Asp Arg Phe Ser Gly

95

Thr Asp Phe Thr Leu

70

Thr Tyr Tyr Cys Gln

85

Thr Lys Val Glu Ile

105

Asp Ile Gln Met Thr Gln Ser Pro Ser

1

5

Asp Arg Val Thr Ile Thr Cys Lys Ala

20

25

Leu Ala Trp Tyr Gln Gln Lys Pro Gly

35

40

163

60

Thr Ile Ser Ser Leu Gln Pro
75 80

Gln Tyr Tyr Ser Gly Leu Thr
90 95

Lys

Ser Leu Ser Ala Ser Val Gly
10 15

Ser Gln Asn Ile Tyr Lys Asn
30

Gln Ala Pro Lys Leu Leu Ile
45
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Tyr Ser Ala Ser Tyr Arg Tyr Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

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

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

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

<210> 58

211> 107
<212> PRT
213> AL

<220>
223> NLR%

<400> 58
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Lys Asn Ile Glu Arg Asn
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Arg Ala Ser Arg Lys Glu Ser Gly Val Pro Asp Arg Phe Ser Gly

164
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50 55 60
Ser Arg Tyr Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Ser Pro Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 59
211> 107
<212> PRT
213> AL
<220>
223> ANTLJ7%|
<400> 59
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Arg Asn Ile Glu Arg Asn
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Glu Leu Leu Ile
35 40 45
Tyr Arg Ala Asp Arg Lys Glu Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60
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Ser Arg Tyr Gly Thr Asp Phe Thr

65

70

Glu Asp Ile Ala Thr Tyr Tyr Cys

Thr Phe Gly Gly
100

<210> 60

211> 107
<212> PRT
213> AL

<220>
223> NLR3

<400> 60
Asp Ile Gln Met

1

Asp Arg Val Thr
20

Leu Ala Trp Tyr
35

Tyr Gln Ala Ser
50

85

Gly Thr Lys Val

Thr Gln

5

Ile Thr

Gln Gln

Arg Lys

Ser

Cys

Lys

Glu
55

Pro

Lys

Pro

40

Ser

Leu

Gln

Glu
105

Ser

Ala
25

Gly

166

Thr Ile Ser Ser Leu Gln Pro
75 80

Gln Tyr Ser Ser Pro Pro Leu
90 95

Ile Lys

Ser Leu Ser Ala Ser Val Gly
10 15

Ser Arg Asn Ile Glu Arg Asn
30

Gln Ala Pro Glu Leu Leu Ile
45

Val Pro Asp Arg Phe Ser Gly
60
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Ser Arg Tyr Gly Thr Asp Phe Thr
65 70

Glu Asp Ile Ala Thr Tyr Tyr Cys
85

Thr Phe Gly Gly Gly Thr Lys Val
100

<210>
211>
212>
213>

61
107
PRT
AL

<220>
223> NLR3

<400> 61

Asp Ile Gln Met Thr Gln Ser
1 5

Pro

Asp Arg Val Thr Ile Thr Cys
20

Lys

Leu Ala Trp Tyr Gln Gln Lys
35

Pro
40

Glu
55

Tyr Gln Ala Ser Arg Lys
50

Ser

Leu Thr Ile Ser Ser Leu Gln Pro
75 80

Gln Gln Tyr Ser Ser Pro Pro Leu
90 95

Glu Ile Lys
105

Ser Ser Leu Ser Ala Ser Val Gly
10 15

Ala Ser Arg Asn Ile Glu Arg Gln
25 30

Gly Gln Ala Pro Glu Leu Leu Ile
45

Gly Val Pro Asp Arg Phe Ser Gly
60

167
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Ser Arg Tyr Gly
65

Glu Asp Ile Ala

Thr Phe Gly Gly
100

<210>
211>
212>
213>

62
107
PRT
AL

<220>

223> ANTLR5

<400> 62
Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Ala Trp Tyr
35

Tyr Gln Ala Ser
50

Ser Arg Tyr Gly

Thr

Thr

85

Gly

Thr

Tle

Gln

Arg

Thr

Asp Phe Thr
70

Tyr Tyr Cys

Thr Lys Val

Gln Ser Pro

Thr Cys Lys

Gln Lys Pro
40

Lys Glu Ser
55

Asp Phe Thr

Leu Thr Ile Ser
75

Gln Gln Tyr Ser
90

Glu Ile Lys
105

Ser Ser Leu Ser
10

Ala Ser Arg Asn
25

Gly Gln Ala Pro

Gly Val Pro Asp
60

Leu Thr Ile Ser

168

Ser Leu Gln Pro
80

Ser Pro Pro Leu
95

Ala Ser Val

15

Gly

Ile Glu
30

Arg Gln

Glu Leu
45

Leu Ile

Arg Phe Ser Gly

Ser Leu Gln Pro
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65

70 75 80

Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Asp Pro Pro Leu

90 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

<210>
211>
212>
213>

220>
223>

<400>

Asp Ile Gln Met Thr

1

Asp Arg Val Thr Ile

Leu Ala Trp Tyr Gln

Tyr Arg Ala Ser Arg

50

Ser Arg Tyr Gly Thr

65

100

63
107
PRT
AL

ANTF3I

63

20

35

105

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

Thr Cys Lys Ala Ser Arg Asn Ile Glu Arg Gln
25 30

Gln Lys Pro Gly Gln Ala Pro Glu Leu Leu Ile
40 45

Lys Glu Ser Gly Val Pro Asp Arg Phe Ser Gly
55 60

Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
70 75 80

169
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Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Asp Pro Pro Leu
85 90 95

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

<210> 64

211> 107
<212> PRT
213> AL

<220>
<223> ANTLR5

<400> 64
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Arg Asn Ile Glu Arg Gln
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Glu Leu Leu Ile
35 40 45

Tyr Arg Ala Asp Arg Lys Glu Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60

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

170
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Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Asp Pro Pro Leu
85 90 95

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

<210> 65

211> 325
<212> PRT
213> AL

£220>
<223> ANTLR%

<400> 65
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg

1 5 10 15

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

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

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

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

171
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Tyr Thr Cys

Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu
225

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Glu

Leu

115

Leu

Ser

Glu

Thr

Asn

195

Ser

Gln

Asn

Ser

100

Gly

Met

Gln

Val

Tyr

180

Gly

Ile

Val

Val

85

Lys

Gly

Ile

Glu

His

165

Arg

Lys

Glu

Cys

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Thr
230

His

Gly

Ser

Arg

135

Pro

Ala

Val

Tyr

Thr

215

Leu

Lys

Pro

Val

120

Thr

Glu

Lys

Ser

Lys

200

Ile

Pro

Pro

Pro

105

Phe

Pro

Val

Thr

Val

185

Cys

Ser

Pro

172

Ser

90

Cys

Leu

Glu

Gln

Lys

170

Leu

Lys

Ser

Asn

Pro

Phe

Val

Phe

155

Pro

Thr

Val

Ala

Gln
235

Thr

Pro

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Glu

Lys

Cys

Pro

125

Trp

Glu

Leu

Asn

205

Gly

Glu

Val

Pro

110

Lys

Val

Tyr

Glu

His

190

Lys

Gln

Met

Asp

95

Ala

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Lys

Pro

Lys

Val

Asp

160

Phe

Asp

Leu

Arg

Lys
240
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Asn Gln

Ile Ala

Thr Thr

Arg Leu
290

Cys Ser
305

Leu Ser

<210>
211>
212>
213>

220>
223>

<400>

Val

Val

Pro
275

Thr

Val

Leu

66
325
PRT
AL

Ser

Glu

260

Pro

Val

Met

Ser

ANILF3

66

Leu
245

Trp Cys

Trp Glu Ser

Val

Asp

Leu Asp

Lys Ser
295

His Glu Ala

Leu
325

310

Leu Val Lys Gly

25

0

Asn Gly Gln Pro

265

Ser Asp Gly Ser

280

Arg Trp Gln Glu

Leu His Asn His

315

Phe Tyr Pro

Glu Asn Asn
270

Phe Phe Leu
285

Gly Asn Val
300

Tyr Thr Gln

Ser

255

Tyr

Tyr

Phe

Lys

Asp

Lys

Ser

Ser

Ser
320

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

1

5

173

10

15
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Ser Thr Ser

Phe

Gly

Leu

65

Tyr

Arg

Glu

Asp

Asp

145

Gly

Pro

Val

50

Ser

Thr

Val

Phe

Thr

130

Val

Val

Glu

35

His

Ser

Cys

Glu

Leu

115

Leu

Ser

Glu

Glu

20

Pro

Thr

Val

Asn

Ser

100

Gly

Met

Gln

Val

Ser

Val

Phe

Val

Val

85

Lys

Gly

Tle

Glu

His
165

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

150

Asn

Ala

Val

Ala

55

Val

His

Gly

Ser

Arg

135

Pro

Ala

Ala

Ser

40

Val

Pro

Lys

Pro

Val

120

Thr

Glu

Lys

Leu Gly Cys

25

Trp

Leu

Ser

Pro

Pro

105

Phe

Pro

Val

Thr

174

Asn

Gln

Ser

Ser

90

Cys

Leu

Glu

Gln

Lys
170

Ser

Ser

Ser

75

Asn

Pro

Phe

Val

Phe

155

Pro

Leu

Ser

60

Leu

Thr

Pro

Pro

Thr
140

Asn

Arg

Val

Ala

45

Gly

Gly

Lys

Cys

Pro

125

Cys

Trp

Glu

Lys

30

Leu

Leu

Thr

Val

Pro

110

Lys

Val

Tyr

Glu

Asp

Thr

Tyr

Lys

Asp

95

Ala

Pro

Val

Val

Gln
175

Tyr

Ser

Ser

Thr

80

Lys

Pro

Lys

Val

Asp

160

Phe
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Asn

Trp

Pro

Glu

225

Asn

Ile

Thr

Arg

Cys

305

Leu

Ser

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

290

Ser

Ser

Thr

Asn

195

Ser

Gln

Val

Val

Pro

275

Thr

Val

Leu

Tyr

180

Gly

Tle

Val

Ser

Glu

260

Pro

Val

Met

Ser

Arg

Lys

Glu

Tyr

Leu

245

Trp

Val

Asp

His

Leu
325

Val

Glu

Lys

Thr

230

Thr

Glu

Leu

Lys

Glu
310

Val

Tyr

Thr

215

Leu

Cys

Ser

Asp

Ser

295

Ala

Ser

Lys

200

Ile

Pro

Leu

Asn

Ser

280

Arg

Leu

Val

185

Cys

Ser

Pro

Val

Gly

265

Asp

Trp

His

175

Leu

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Thr

Val

Ala

Gln

235

Gly

Pro

Ser

Glu

His
315

Val

Ser

Lys

220

Lys

Phe

Glu

Phe

Gly

300

Tyr

Leu

Asn

205

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

His

190

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Gln

Gly

Pro

Thr

Ser

255

Tyr

Tyr

Phe

Lys

Asp

Leu

Arg

Lys

240

Asp

Lys

Ser

Ser

Ser
320



CN 103298937 B

JE3

¢l

&

131/198 5L

<210>
211>
<2125
<213>

220>
223>

<400>

67
325
PRT
AT

NILF5

67

Ala Ser Thr Lys

1

Ser

Phe

Gly

Leu

65

Tyr

Arg

Thr

Pro

Val

50

Ser

Thr

Val

Ser Glu
20

Glu Pro

35

His Thr

Ser Val

Cys Asn

Glu Ser
100

Gly

Ser

Val

Phe

Val

Val

85

Lys

Pro

Thr

Thr

Pro

Thr

70

Asp

Tyr

Ser

Ala

Val

Ala

55

Val

His

Gly

Val

Ala

Ser

40

Val

Pro

Pro

Phe

Leu

25

Trp

Leu

Ser

Pro

Pro

105

176

Pro
10

Gly

Asn

Gln

Ser

Ser

90

Cys

Leu

Cys

Ser

Ser

Ser

75

Asn

Pro

Ala

Leu

Gly

Ser

60

Leu

Thr

Ser

Pro

Val

Ala

45

Gly

Gly

Cys

Lys

30

Leu

Leu

Thr

Val

Pro
110

Ser
15

Asp

Thr

Tyr

Lys

Asp

95

Ala

Arg

Tyr

Ser

Ser

Thr

80

Lys

Pro
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Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Ile

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Gln

Ala

Leu

115

Leu

Ser

Glu

Thr

Asn

195

Ser

Gln

Val

Val

Gly

Met

Gln

Val

Tyr

180

Gly

Tle

Val

Ser

Glu
260

Gly

Ile

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

245

Trp

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Glu

Ser

Arg

135

Pro

Ala

Val

Tyr

Thr

215

Leu

Cys

Ser

Val

120

Thr

Glu

Lys

Ser

Lys

200

Tle

Pro

Leu

Asn

Phe

Pro

Val

Thr

Val

185

Cys

Ser

Pro

Val

Gly
265

177

Leu

Glu

Gln

Lys

170

Leu

Lys

Lys

Ser

Lys

250

Gln

Phe

Val

Phe

155

Pro

Thr

Val

Ala

Gln

235

Gly

Pro

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Lys

Phe

Glu

Pro

125

Cys

Trp

Glu

Leu

Asn

205

Gly

Glu

Tyr

Asn

Val

Tyr

Glu

His

190

Lys

Gln

Met

Pro

Asn
270

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Ser

255

Tyr

Lys

Val

Asp

160

Phe

Asp

Leu

Arg

240

Asp

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

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

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

Leu Ser Leu Ser Leu
325

<210> 68

211> 325
<212> PRT
213> AL

<220>
223> ANILFH|

<400> 68

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

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

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

178
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Gly Val His

Leu

65

Tyr

Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

50

Ser

Thr

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

Cys

Glu

Leu

115

Leu

Ser

Glu

Thr

Asn
195

Thr

Val

Asn

Ser

100

Gly

Met

Gln

Val

Tyr

180

Gly

Phe

Val

Val

85

Lys

Gly

Ile

Glu

His

165

Arg

Lys

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Ala

95

Val

His

Gly

Ser

Arg

135

Pro

Ala

Val

Tyr

Val

Pro

Pro

Val

120

Thr

Glu

Ser

Lys
200

Leu

Ser

Pro

Pro

105

Phe

Pro

Val

Thr

Val

185

Cys

179

Gln

Ser

Ser

90

Cys

Leu

Glu

Gln

170

Leu

Lys

Ser

Ser

75

Asn

Pro

Phe

Val

Phe

155

Pro

Thr

Val

Ser

60

Leu

Thr

Pro

Pro

Thr

140

Asn

Arg

Val

Ser

Gly

Gly

Cys

Pro

125

Cys

Trp

Glu

Leu

Asn
205

Leu

Thr

Val

Pro

110

Lys

Val

Tyr

Glu

His

190

Lys

Gln

Asp

95

Ala

Pro

Val

Val

Gln

175

Gln

Gly

Ser

Thr

80

Pro

Lys

Val

Asp

160

Tyr

Asp

Leu
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Pro

Glu

225

Asn

Ile

Thr

Lys

305

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

290

Ser

Ser

<210>
211>
212>
213>

Ser

Gln

Val

Val

Pro

275

Thr

Val

Leu

69
325
PRT
AL

Ile

Val

Ser

Glu

260

Pro

Val

Met

Ser

Glu

Tyr

Leu

245

Trp

Val

Asp

His

Leu
325

Lys

Thr

230

Thr

Glu

Leu

Lys

Glu
310

Thr

215

Leu

Cys

Ser

Asp

Ser

295

Ala

Ile

Pro

Leu

Asn

Ser

280

Arg

Leu

Ser

Pro

Val

Gly

265

Asp

Trp

His

180

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Ala

Gln

235

Gly

Pro

Ser

Glu

His
3156

Lys

220

Lys

Phe

Glu

Phe

Gly
300

Tyr

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Pro

Thr

Ser

255

Tyr

Tyr

Phe

Lys

Arg

Lys

240

Asp

Lys

Ser

Ser

Ser
320
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<220>
223> NLRF3

<400> 69

Ala Ser Thr

1

Ser

Phe

Gly

Leu

65

Tyr

Arg

Glu

Asp

Thr

Pro

Val

50

Ser

Thr

Val

Phe

Thr
130

Ser

Glu

35

His

Ser

Cys

Glu

Leu
115

Leu

Lys

Glu

20

Pro

Thr

Val

Asn

Ser

100

Gly

Met

Gly

Ser

Val

Phe

Val

Val

85

Gly

Ile

Pro

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Ser

Ala

Val

Ala

95

Val

His

Gly

Ser

Arg
135

Val

Ala

Ser

40

Val

Pro

Lys

Pro

Val

120

Thr

Phe

Leu

25

Trp

Leu

Ser

Pro

Pro

105

Phe

Pro

181

Pro

10

Asn

Gln

Ser

Ser

90

Leu

Glu

Leu

Cys

Ser

Ser

Ser

75

Asn

Pro

Phe

Val

Ala

Leu

Gly

Ser

60

Leu

Thr

Pro

Pro

Thr
140

Pro

Val

Ala
45

Gly

Lys

Pro
125

Cys

Cys

30

Leu

Leu

Thr

Val

Pro

110

Lys

Val

Ser

15

Asp

Thr

Tyr

Gln

Asp
95

Ala

Pro

Val

Arg

Ser

Ser

Thr

80

Lys

Pro

Lys

Val



CN 103298937 B

JE3

5 %*

137/198 BT

Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Ile

Thr

Val

Val

Ser

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

Ser

Glu

Thr

Asn

195

Ser

Gln

Val

Val

Pro

275

Thr

Gln

Val

Tyr

180

Gly

Ile

Val

Ser

Glu

260

Pro

Val

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

245

Trp

Val

Asp

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Glu

Leu

Lys

Pro

Ala

Val

Tyr

Thr

215

Leu

Ser

Asp

Ser

Glu

Ser

Lys

200

Ile

Pro

Leu

Asn

Ser

280

Arg

Val Gln

Thr Lys
170

Val Leu
185

Cys Lys

Ser Lys

Pro Ser

Val Lys
250

Gly Gln
265

Asp Gly

Trp Gln

182

Phe

155

Pro

Thr

Val

Ala

Gln

235

Gly

Pro

Ser

Glu

Asn

Arg

Val

Ser

Lys

220

Lys

Phe

Glu

Phe

Gly

Trp

Glu

Leu

Asn

205

Gly

Glu

Tyr

Asn

Phe

285

Asn

Tyr

Glu

His

190

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Ser

255

Tyr

Tyr

Phe

Asp

160

Tyr

Asp

Leu

Arg

Lys

240

Asp

Lys

Ser

Ser



CN 103298937 B

JE3

¢l

&

138/198 1L

290

295

300

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

305

310

Leu Ser Leu Ser Pro

<210>
211>
212>
213>

220>
223>

<400>

Ala Ser
1

Ser Thr

Phe Pro

Gly Val
50

Leu Ser
65

70
325
PRT
AL

ANTF3I

70

Thr Lys

Ser Glu
20

Glu Pro
35

His Thr

Ser Val

325

Gly Pro Ser Val
5

Ser Thr Ala Ala

Val Thr Val Ser
40

Phe Pro Ala Val
55

Val Thr Val Pro
70

Phe

Leu

25

Trp

Leu

Ser

183

Pro

10

Gly

Asn

Gln

Ser

315

Leu Ala Pro

Cys Leu Val

Ser Gly Ala
45

Ser Ser Gly
60

Ser Leu Gly
75

Cys

Lys

30

Leu

Leu

Thr

Ser

15

Asp

Thr

Tyr

Gln

320

Arg

Tyr

Ser

Ser

Thr
80
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¢l

139/198 1l

Tyr

Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu

Thr

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Cys

Glu

Leu

115

Leu

Ser

Glu

Thr

Asn

195

Ser

Gln

Asn

Ser

100

Gly

Met

Gln

Val

180

Gly

Ile

Val

Val

85

Lys

Gly

Ile

Glu

His

165

Arg

Lys

Glu

Tyr

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr

His

Gly

Ser

Arg

135

Pro

Ala

Val

Tyr

Thr

215

Leu

Lys

Pro

Val

120

Thr

Glu

Lys

Ser

Lys

200

Ile

Pro

Pro

Pro

105

Phe

Pro

Val

Thr

Val

185

Cys

Ser

Pro

184

Ser

90

Leu

Glu

Gln

Lys

170

Leu

Lys

Lys

Ser

Asn

Pro

Phe

Val

Phe

155

Pro

Thr

Val

Ala

Gln

Thr

Pro

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Lys

Lys

Pro

125

Cys

Trp

Glu

Leu

Asn

205

Gly

Glu

Val

Pro

110

Lys

Val

Tyr

Glu

His

190

Lys

Gln

Met

Asp

95

Ala

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Lys

Pro

Lys

Val

Asp

160

Tyr

Asp

Leu

Arg

Lys



CN 103298937 B

¢l

140/198 5T

225

Asn Gln

Ile Ala

Thr Thr

Lys Leu
290

Cys Ser
305

Leu Ser

<210>
211>
212>
213>

<220>
223>

<400>

Val Ser

Val Glu
260

Pro Pro
275

Thr Val

Val Met

Leu Ser

71
325
PRT
AL

ANIF3

71

Leu

245

Trp

Val

Asp

His

Pro
325

230

Thr

Glu

Leu

Lys

Glu
310

Cys

Ser

Asp

Ser

295

Ala

Leu

Asn

Ser

280

Arg

Leu

Val

Gly

265

Asp

Trp

His

235

Lys Gly

250

Gln Pro

Gly Ser

Gln Glu

Asn Arg
315

Phe Tyr Pro

Glu Asn Asn
270

Phe Phe Leu
285

Gly Asn Val
300

Tyr Thr Gln

Ser

255

Tyr

Tyr

Phe

Lys

240

Asp

Lys

Ser

Ser

Ser
320

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

1

5

185

10

15
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¢l

141/198 5T

Ser

Phe

Gly

Leu

65

Tyr

Arg

Glu

Asp

Asp

145

Gly

Thr

Pro

Val

50

Ser

Thr

Val

Phe

Thr

130

Val

Val

Ser

Glu

35

His

Ser

Cys

Glu

Leu

115

Leu

Ser

Glu

Glu

20

Pro

Thr

Val

Asn

Ser

100

Met

Gln

Val

Ser

Val

Phe

Val

Val

85

Lys

Gly

Ile

Glu

His

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Ala

Val

Ala

55

Val

His

Gly

Ser

Arg

135

Pro

Ala

Ala

Ser

40

Val

Pro

Pro

Val

120

Thr

Glu

Leu

25

Trp

Leu

Ser

Pro

Pro

105

Phe

Pro

Val

Thr

186

Gly

Asn

Gln

Ser

Ser

90

Cys

Leu

Glu

Gln

Cys

Ser

Ser

Ser

75

Asn

Pro

Phe

Val

Phe

155

Pro

Leu

Gly

Ser

60

Leu

Thr

Pro

Pro

Thr

140

Asn

Arg

Val

Ala

45

Gly

Gly

Cys

Pro

125

Cys

Trp

Glu

Lys

30

Leu

Leu

Thr

Val

Pro

110

Val

Tyr

Glu

Asp

Thr

Tyr

Lys

Asp

95

Ala

Pro

Val

Val

Gln

Tyr

Ser

Ser

Thr

80

Lys

Pro

Val

Asp
160

Phe



CN 103298937 B

¢l

&

142/198 5T

Asn

Trp

Pro

Glu

225

Asn

Ile

Thr

Arg

305

Ser

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

290

Ser

Thr

Asn

195

Ser

Gln

Val

Val

Pro

275

Thr

Val

Tyr

180

Gly

Tle

Val

Ser

Glu

260

Pro

Val

Met

165

Arg

Lys

Glu

Tyr

Leu

245

Trp

Val

Asp

His

Val

Glu

Lys

Thr

230

Ser

Glu

Leu

Lys

Glu
310

Val

Tyr

Thr

215

Leu

Cys

Ser

Asp

Ser

295

Ala

Ser

Lys

200

Ile

Pro

Ala

Asn

Ser

280

Arg

Leu

Val

185

Cys

Ser

Pro

Val

Gly

265

Asp

Trp

His

187

170

Leu

Lys

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Thr

Val

Ala

Gln

235

Gly

Pro

Ser

Glu

His
315

Val

Ser

Lys

220

Cys

Phe

Glu

Phe

Gly

300

Tyr

Leu

Asn

205

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

His

190

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

175

Gln

Gly

Pro

Thr

Ser

255

Tyr

Val

Phe

Lys

Asp

Leu

Arg

Lys

240

Asp

Lys

Ser

Ser

Ser
320
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JE3

¢l

&

143/198 5L

Leu Ser Leu Ser Leu

<210>
211>
212>
213>

220>
223>

<400>

Ala

Ser

Phe

Gly

Leu

65

Tyr

Arg

Ser

Thr

Pro

Val

50

Ser

Thr

Val

72
325
PRT
AL

NILF3

72

Thr Lys

Ser Glu

20

Glu Pro

35

His Thr

Ser Val

Cys Asn

Glu Ser

325

Gly

Ser

Val

Phe

Val

Val
85

Pro

Thr

Thr

Pro

Thr

70

Asp

Ser

Ala

Val

Ala

55

Val

His

Gly

Val

Ala

Ser

40

Val

Pro

Lys

Pro

Phe

Leu

25

Trp

Leu

Ser

Pro

Pro

188

Pro

10

Gly

Asn

Gln

Ser

Ser
90

Leu

Ser

Ser

Ser

75

Asn

Pro

Ala

Leu

Gly

Ser

60

Leu

Thr

Pro

Pro

Val

Ala

45

Gly

Gly

Lys

Cys

30

Leu

Leu

Thr

Val

Pro

Ser
15

Asp

Thr

Tyr

Gln

Asp

95

Ala

Arg

Tyr

Ser

Ser

Thr

80

Lys

Pro
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¢l

144/198 5T

Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Gln

Leu

115

Leu

Ser

Glu

Thr

Asn

195

Ser

Gln

Val

100

Gly

Met

Gln

Val

Tyr

180

Gly

Tle

Val

Ser

Gly

Tle

Glu

His

165

Arg

Lys

Glu

Tyr

Leu
245

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Ser

Arg
135

Pro

Ala

Val

Tyr

Thr

215

Leu

Val

120

Thr

Glu

Ser

Lys

200

Tle

Pro

Leu

105

Phe

Pro

Val

Thr

Val

185

Cys

Ser

Pro

Val

189

Leu

Glu

Gln

170

Leu

Lys

Lys

Ser

250

Phe

Val

Phe

155

Pro

Thr

Val

Ala

Gln

235

Gly

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Glu

Phe

Pro

125

Cys

Trp

Glu

Leu

Asn

205

Gly

Glu

Tyr

110

Lys

Val

Tyr

Glu

His

190

Lys

Gln

Met

Pro

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Ser
255

Lys

Val

Asp

160

Asp

Leu

Arg

Lys
240



CN 103298937 B

ool =x

145/198 5T

Ile Ala Val Glu

Thr Thr

Lys Leu
290

Cys Ser

305

Leu Ser

<210>
211>
<212>
<213>

220>
223>

<400>

260

Pro Pro
275

Thr Val

Val Met

Leu Ser

73
325
PRT
AT

NILF3

73

Ala Ser Thr Lys

1

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
265 270

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
280 285

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

His Glu Ala Leu His Asn Arg Tyr Thr Gln Glu Ser
310 315 320

Pro
325

Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
5 10 15

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

20

25 30

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

190
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¢l

146/198 5T

Gly

Leu

65

Tyr

Arg

Glu

Asp

Asp

145

Gly

Asn

Val

50

Ser

Thr

Val

Phe

Thr

130

Val

Val

Ser

35

His

Ser

Cys

Glu

Leu

115

Leu

Ser

Glu

Thr

Thr

Val

Asn

Ser

100

Gly

Met

Gln

Val

180

Phe

Val

Val

85

Gly

Ile

Glu

His

165

Arg

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Ala

55

Val

His

Gly

Ser

Arg

135

Pro

Ala

Val

40

Val

Pro

Lys

Pro

Val

120

Thr

Glu

Lys

Ser

Leu

Ser

Pro

Pro

105

Phe

Pro

Val

Thr

Val
185

191

Gln

Ser

Ser

90

Leu

Glu

Gln

Lys

170

Leu

Ser

Ser

75

Asn

Pro

Phe

Val

Phe

155

Pro

Thr

Ser

60

Leu

Thr

Pro

Pro

Thr
140

Asn

Arg

Val

45

Gly

Gly

Lys

Pro

125

Cys

Trp

Glu

Leu

Leu

Thr

Val

Pro

110

Lys

Val

Tyr

Glu

His
190

Tyr

Gln

Asp

95

Ala

Pro

Val

Val

Gln

175

Gln

Ser

Thr

80

Lys

Pro

Lys

Val

Asp

160

Tyr

Asp
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&

147/198 5L

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val

195 200

Pro Ser Ser Ile Glu Lys Thr Ile Ser
210 215

Glu Pro Gln Val Tyr Thr Leu Pro Pro
225 230

Asn Gln Val Ser Leu Thr Cys Leu Val
245

Ile Ala Val Glu Trp Glu Ser Asn Gly
260 265

Thr Thr Pro Pro Val Leu Asp Ser Asp
275 280

Lys Leu Thr Val Asp Lys Ser Arg Trp
290 295

Cys Ser Val Met His Glu Ala Leu His
305 310

Leu Ser Leu Ser Pro
325

<210> 74
211> 107
<212> PRT

192

Lys

Ser

250

Gln

Gly

Gln

Asn

Ala

Gln

235

Gly

Pro

Ser

Glu

His
3156

Ser

Lys

220

Glu

Phe

Glu

Phe

Gly

300

Tyr

Asn
205

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Gly

Pro

Thr

Ser

255

Tyr

Tyr

Phe

Glu

Leu

Arg

Lys

240

Asp

Lys

Ser

Ser

Ser
320



CN 103298937 B }?’l— ﬁlj %‘EC 148/198 T
213> AL
<2207
223> ANTLJPF|
<400> 74
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 15
Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30
Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45
Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60
Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80
Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 95
Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105
<210> 75
211> 5
<212> PRT
213> AL

193



CN 103298937 B }_% ﬁlj %‘_C 149/198 5L

{220>
223> NLR%

<400> 75

Tyr Tyr Asp Met Ala
1 5

<210> 76
Q211> 17
<212> PRT
213> AL

<220>
<223> ANTLR5

<400> 76
Ser Ile Ser Pro Ser Gly Gly Ser Thr Tyr Tyr Arg His Ser Val Lys

1 5 10 15

Gly

210> 77
211> 14
<212> PRT
213> AL

<220>
<223> ANLR%

<400> 77

Arg Ala Gly His Asn Leu Gly Ala Gly Trp Tyr Phe Asp Phe

194



CN 103298937 B }_% ﬁlj %‘_C 150/198 5t

1 5 10

<210> 78
Q211> 5
<212> PRT
213> AL

220>
223> ANLF%

<400> 78

Tyr Tyr Asp Met Ala
1 5

<210> 79
Q211> 17
<212> PRT
213> AL

<220>
223> NLR3

<400> 79
Ser Ile Ser Pro Ser Gly Gly Ser Thr Tyr Tyr Arg Arg Ser Val Lys

1 5 10 15

Gly

<210> 80
211> 14
<212> PRT
213> AL

195



CN 103298937 B }_% ﬁlj %‘_C 151/198 5L

£220>
223> NTLFF%

<400> 80

Arg Ala Gly His Asn Leu Gly Ala Gly Trp Tyr Phe Asp Phe
1 5 10

<210> 81
211> 5
<212> PRT
213> AL

<220>
<223> ANTLR5

<400> 81
Tyr Tyr Asp Met Ala

1 5

<210> 82
Q211> 17
<212> PRT
213> AL

<220>
223> NLF7

<400> 82

Ser Ile Ser Pro Ser Gly Gly Ser Thr Tyr Tyr Arg Arg Ser Val Lys

1 5 10 15

Gly

196



CN 103298937 B }_% ﬁlj %‘_C 152/198 BT

<210> 83
Q211> 14
<212> PRT
213> AL

220>
223> ANLF%

<400> 83

Arg Ala Gly His Asn Phe Gly Ala Gly Trp Tyr Phe Asp Phe
1 5 10

<210> 84
211> 5
<212> PRT
213> AL

<220>
223> NLR3

<400> 84
Tyr Tyr Asp Met Ala

1 5

<210> 85
Q211> 17
<212> PRT
213> AL

<220>
223> ANTLR5

197
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&

153/198 5L

<400>

Ser Ile Ser Pro Ser Gly Gly Ser Thr Tyr Tyr Arg Arg Ser Val Lys

1

Gly

<210>
211>
212>
213>

220>
223>

<400>

Arg Ala Gly His Asn Tyr Gly Ala Gly Trp Tyr Phe Asp Tyr

1

<210>
211>
212>
213>

220>
223>

<400>

85

5 10

86
14
PRT
AL

ANTLF3

86

5 10

87

PRT

AL

ANILFF

87

Tyr Tyr Asp lle Asn

1

<210>

5

88

198



CN 103298937 B }_% ﬁlj %‘_C 154/198 5T

Q211> 17
<212> PRT
Q213> AL

<220>
223> NLR3

<400> 88

Ser Ile Ser Pro Ser Gly Gly Ser Thr Tyr Tyr Arg Arg Ser Val Lys
1 5 10 15

Gly

<210> 89
211> 14
<212> PRT
213> AL

<220>
223> NLR3

<400> 89
Arg Ala Gly His Asn Tyr Gly Ala Gly Trp Tyr Phe Asp Tyr

1 5 10

<210> 90
Q211> 5
<212> PRT
213> AL

<220>
223> ANTLR5

199



CN 103298937 B }_% ﬁlj %‘_C 155/198 5L

<400> 90
Tyr Tyr Asp Ile Asn

1 5

<210> 91
Q211> 17
<212> PRT
213> AL

<220>
223> NLRF%)

<400> 91
Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val Lys

1 5 10 15

Gly

<210> 92
211> 14
<212> PRT
213> AL

<220>
223> NLF7

<400> 92
Arg Ser Gly His Asn Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr

1 5 10

<210> 93

200



CN 103298937 B }_% ﬁlj %‘_C 156/198 5T

211> 5
<212> PRT
Q213> AL

<220>
223> NLR3

<400> 93
Tyr Tyr Asp lle Gln

1 5

<210> 94
Q211> 17
<212> PRT
213> AL

£220>
223> N5

<400> 94
Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val Lys

1 5 10 15

Gly

<210> 95
211> 14
<212> PRT
213> AL

<220>
223> ANTLR5

201



CN 103298937 B }_% ﬁlj %‘_C 157/198 5L

<400> 95
Arg Ser Gly His Asn Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr

1 5 10

<210> 96
211> 5
<212> PRT
213> AL

<220>
223> NL7

<400> 96
Tyr Tyr Asp lle Ser

1 5

210> 97
Q211> 17

<212> PRT
213> AL

£220>
223> NI %)

<400> 97
Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val Lys

1 5 10 15

Gly

<210> 98

202
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211> 14
<212> PRT
Q213> AL

<220>
223> NLR3

<400> 98

Arg Ser Gly His Asn Phe Gly Gly Gly Trp Tyr Phe Asp Tyr
1 5 10

<210> 99
Q211> 5
<212> PRT
213> AL

<220>
223> NLR3

<400> 99
Tyr Tyr Asp Ile Gln

1 5

<210> 100
Q211> 17

<212> PRT
213> AL

£220>
<223> ANTLR5

<400> 100

Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val Lys
1 5 10 15
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&

159/198 5t

Gly

<210>
211>
212>
213>

220>
223>

<400>

Arg Ser Gly Lys Ser Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr

1

<210>
211>
<212>
<213>

220>
223>

<400>

101
14
PRT
AL

NILF3

101

5 10

102

PRT

AL

NILF3

102

Tyr Tyr Asp lle Gln

1

<210>
211>
212>
213>

5

103
17
PRT
AL
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<220>
223> NLRF3

<400> 103

Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val Lys
1 5 10 15

Gly

<210> 104
211> 14

<212> PRT
213> AL

£220>
223> N5

<400> 104
Arg Ser Gly Arg Glu Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr

1 5 10

<210> 105
211> 5
<212> PRT
213> AL

£220>
<223> ANTLR5

<400> 105

Tyr Tyr Asp Ile Gln
1 5
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JE3
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&

161/198 5T

<210>
211>
<2125
<213>

220>
223>

<400>

Ser Ile Ser Pro Ser Gly Gln Ser Thr Tyr Tyr Arg Arg Glu Val Lys

1

Gly

<210>
211>
<212>
<213>

220>
223>

<400>

Arg Thr Gly Arg Glu Tyr Gly Gly Gly Trp Tyr Phe Asp Tyr
10

1

<210>
211>
212>
213>

106
17
PRT
AT

NILF5

106

107
14
PRT
AT

NILF3

107

108

PRT
AL
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<220>
223> NLRF3

<400> 108
Asp Asn Asn Met Asp

1 5

<210> 109
Q211> 17

<212> PRT
213> AL

£220>
<223> ANTLR%

<400> 109

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

Asp

<210> 110
211> 10

<212> PRT
213> AL

£220>
<223> ANTLR5

<400> 110

Arg Lys Ser Tyr Gly Tyr His Leu Asp Glu
1 5 10
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<210> 111
211> 5

<212> PRT
213> AL

£220>
223> NI %)

<400> 111
Asp Asn Asn Met Asp

1 5

210> 112
Q211> 17

<212> PRT
213> AL

<220>
223> NLR%

<400> 112
Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe Gln

1 5 10 15

Asp

<210> 113
211> 10

<212> PRT
213> AL
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<220>
223> NLRF3

<400> 113
Arg Lys Ser Tyr Gly Tyr Tyr Leu Asp Glu

1 5 10

<210> 114
Q211> 5

<212> PRT
213> AL

£220>
<223> ANTLR%

<400> 114
Asp Asn Asn Met Asp

1 5

<210> 115
Q211> 17

<212> PRT
213> AL

<220>
223> NLF7

<400> 115

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

Asp

209
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<210> 116
211> 10

<212> PRT
213> AL

£220>
223> NI %)

<400> 116

Arg Lys Ser Arg Gly Tyr His Leu Asp Glu
1 5 10

210> 117
Q211> 5

<212> PRT
213> AL

<220>
223> NLR%

<400> 117
Asp Asn Asn Met Asp

1 5

<210> 118
Q211> 17

<212> PRT
213> AL

<220>
223> ANTLI5

<400> 118

210
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Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe Gln
1 5 10 15

Asp

<210> 119
211> 10

<212> PRT
213> AL

£220>
<223> ANTLR%

<400> 119
Arg Lys Ser Tyr Gly Tyr Tyr Leu Asp Glu

1 5 10

<210> 120
211> 5

<212> PRT
213> AL

<220>
223> NLF7

<400> 120
Asp Asn Asn Met His

1 5

<210> 121
211> 17

211
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<212> PRT
Q213> AT

<220>
223> NLR3

<400> 121

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

Asp

210> 122
211> 10

<212> PRT
213> AL

<220>
223> NLR%

<400> 122

Arg Lys Ser Tyr Gly Tyr His Leu Asp Glu
1 5 10

<210> 123
Q211> 5

<212> PRT
213> AL

<220>
223> ANTLI5

<400> 123

212
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Asp Asn Asn Met Asp
1 5

<210> 124
Q211> 17

<212> PRT
213> AL

220>
223> NL7

<400> 124
Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe Gln

1 5 10 15

Asp

<210> 125
211> 10

<212> PRT
213> AL

<220>
223> NLF7

<400> 125
Arg Lys Ser Tyr Gly Asn His Leu Asp Glu

1 5 10

<210> 126
211> 5

213
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<212> PRT
Q213> AT

<220>
223> NLR3

<400> 126

Asp Asn Asn Met Asp
1 5

210> 127
Q211> 17

<212> PRT
213> AL

<220>
223> ANTLR5

<400> 127

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

Asp

<210> 128
211> 10

<212> PRT
213> AL

<220>
223> ANTLI5

<400> 128

214
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Arg Lys Ser Tyr Gly Tyr Tyr Leu Asp Glu
1 5 10

<210> 129
211> 5

<212> PRT
213> AL

220>
223> NL7

<400> 129

Asp Asn Asn Met Asp
1 5

<210> 130
QL 17

<212> PRT
213> AL

£220>
223> NLF%

<400> 130
Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe Gln

1 5 10 15

Asp

<210> 131
211> 10

215
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<212> PRT
Q213> AT

<220>
223> NLR3

<400> 131

Arg Lys Ser Tyr Gly Tyr His Leu Asp Glu
1 5 10

<210> 132
Q211> 5

<212> PRT
213> AL

<220>
223> ANTLR5

<400> 132
Asp Asn Asn Met Asp

1 5

<210> 133
Q211> 17

<212> PRT
213> AL

220>
223> NLRF%

<400> 133

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

216
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Asp

<210> 134
211> 10

<212> PRT
213> AL

220>
223> NL7

<400> 134

Arg Gln Ser Tyr Gly Tyr His Leu Asp Glu
1 5 10

<210> 135
Q211> 5

<212> PRT
213> AL

£220>
223> NLF%

<400> 135

Asp Asn Asn Met Asp
1 5

<210> 136
Q211> 17

<212> PRT
213> AL

<220>
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<223> NTLI5

<400> 136

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

Asp

<210> 137
211> 10
<212> PRT
213> AL

<220>
223> ANTLR5

<400> 137
Arg Lys Ser Tyr Gly Tyr His Leu Asp Glu

1 5 10

<210> 138
211> 11

<212> PRT
213> AL

220>
223> NLR7

<400> 138

Lys Ala Ser Gln Asn Ile Tyr Lys Asn Leu Ala
1 5 10
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174/198 BT

<210>
211>
<212>
<213>

220>
223>

<400>

139
PRT

AL

NILF3

139

Ser Ala Ser Tyr Arg Tyr Ser

1

<210>
211>
212>
213>

<220>
<223>

<400>

5

140
PRT

AT

NI

140

Gln Gln Tyr Tyr Ser Gly Leu Thr

1

<210>
211>
212>
213>

<220>
223>

<400>

5

141

11

PRT

AL
NP3

141

219
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175/198 5L

Lys Ala Ser Gln Asn Ile Tyr Lys Asn Leu Ala

1

<210>
211>
212>
213>

220>
223>

<400>

5 10

142
PRT

AL

NILF3

142

Ser Ala Ser Tyr Arg Tyr Ser

1

<210>
211>
212>
<213>

<220>
223>

<400>

5

143
PRT

AL

NI

143

Gln Gln Tyr Tyr Ser Pro Pro Leu Thr

1

<210>
211>
212>
213>

<220>
223>

5

144
11
PRT
AL

NI

220
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176/198 BT

<400> 144

Lys Ala Ser Lys Asn Ile Glu Arg Asn Leu Ala
1 5 10

<210> 145
QI 7
<212> PRT
213> AL

220>
223> NLRF%)

<400> 145

Arg Ala Ser Arg Lys Glu Ser
1 5

<210> 146
211> 9

<212> PRT
213> AL

220>
223> NL7

<400> 146

Gln Gln Tyr Ser Ser Pro Pro Leu Thr
1 5

<210> 147
Q211> 11

<212> PRT
213> AL

221
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{220>
223> NLR%

<400> 147

Lys Ala Ser Arg Asn Ile Glu Arg Asn Leu Ala
1 5 10

<210> 148
QI 7
<212> PRT
213> AL

<220>
<223> ANTLR5

<400> 148
Arg Ala Asp Arg Lys Glu Ser

1 5

<210> 149
211> 9

<212> PRT
213> AL

<220>
223> NLF7

<400> 149
Gln Gln Tyr Ser Ser Pro Pro Leu Thr

1 5

<210> 150

222
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&

178/198 1L

211>
212>
<213>

<220>
223>

<400>

Lys Ala Ser Arg Asn Ile Glu Arg Asn Leu Ala

1

<210>
211>
212>
213>

<220>
223>

<400>

Gln Ala Ser Arg Lys Glu Ser

1

<210>
211>
212>
213>

<220>
223>

<400>

11
PRT
AT

NI

150

151

PRT

AT

NI

151

152

PRT

AL

ANIF3

152

Gln Gln Tyr Ser Ser Pro Pro Leu Thr

1

223
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<210> 153
Q211> 11

<212> PRT
213> AL

£220>
223> NI %)

<400> 153

Lys Ala Ser Arg Asn Ile Glu Arg Gln Leu Ala
1 5 10

<210> 154
QI 71

<212> PRT
213> AL

<220>
223> NLR%

<400> 154

Gln Ala Ser Arg Lys Glu Ser
1 5

<210> 155
Q211> 9

<212> PRT
213> AL

<220>
223> ANTLI5

<400> 155

224
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Gln Gln Tyr Ser Ser Pro Pro Leu Thr
1 5

<210> 156
Q211> 11

<212> PRT
213> AL

220>
223> NL7

<400> 156

Lys Ala Ser Arg Asn Ile Glu Arg Gln Leu Ala
1 5 10

<210> 157
QL1 7

<212> PRT
213> AL

£220>
223> NLF%

<400> 157

Gln Ala Ser Arg Lys Glu Ser
1 5

<210> 158
Q211> 9
<212> PRT
213> AL

<220>

225
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<223> NTLI5

<400> 158

Gln Gln Tyr Ser Asp Pro Pro Leu Thr
1 5

<210> 159
Q211> 11

<212> PRT
213> AL

220>
223> NLRF7

<400> 159

Lys Ala Ser Arg Asn Ile Glu Arg Gln Leu Ala
1 5 10

<210> 160
QI 7

<212> PRT
213> AL

<220>
223> NL7

<400> 160
Arg Ala Ser Arg Lys Glu Ser

1 5

<210> 161
211> 9
<212> PRT

226
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Q213> AT

<220>
223> NTLRF5

<400> 161

Gln Gln Tyr Ser Asp Pro Pro Leu Thr
1 5

210> 162
Q211> 11
<212> PRT
213> AL

£220>
223> NTLR5

<400> 162
Lys Ala Ser Arg Asn Ile Glu Arg Gln Leu Ala

1 5 10

<210> 163
Q11> 7

<212> PRT
213> AL

<220>
223> NLF7

<400> 163

Arg Ala Asp Arg Lys Glu Ser
1 5

227
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183/198 1L

<210>
211>
<212>
<213>

<220>
223>

<400>

164
9
PRT
AT

NI

164

Gln Gln Tyr Ser Asp Pro Pro Leu Thr

1

<210>
211>
212>
213>

<400>

5

165
118
PRT
ZPN

165

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val

1

5 10

Ser Val Lys Val Ser Cys Lys Ala Ser Gly

Tyr Met His

20 25

35 40

Gly Tyr Ile Asn Pro Ser Ser Gly Tyr Thr

50

95

Arg Asp Arg Val Thr Ile Thr Ala Asp Lys

65

70

228

Tyr

Trp Val Arg Gln Ala Pro Gly Glu

Lys

Ser
75

Gln

Thr

Gly

Tyr

60

Thr

Lys Pro

Phe Thr
30

Leu Glu
45

Asn Arg

Ser Thr

Gly Ala

15

Asp Tyr

Trp Met

Lys Phe

Ala Tyr
80
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Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly Gly Gln Gly Tyr Tyr Leu Asp Tyr Trp Gly Glu Gly Thr
100 105 110

Thr Val Thr Val Ser Ser
115

<210> 166
211> 119
<212> PRT
213> AN

<400> 166
Glu Val Gln Leu Val Gln Ser Gly Ala Gln Val Lys Lys Pro Gly Ala

1 5 10 15

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

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

Gly Asp Ile Asn Thr Lys Ser Gly Gly Ser Ile Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Arg Val Ile Met Thr Ile Asp Lys Ser Thr Gly Thr Ala Tyr
65 70 75 80
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Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Ile Tyr Tyr Cys
85 90 95

Ala Arg Arg Arg Ser Tyr Gly Tyr Tyr Phe Asp Tyr Trp Gly Arg Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 167
211> 106
<212> PRT
213> AN

<400> 167
Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Gly Thr Ala
20 25 30

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

Tyr Ser Ala Ser Tyr Arg Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Arg Tyr Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
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186/198 1L

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

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

<210> 168
211> 326
<212> PRT
213> AN

<400> 168
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg

1 5 10 15

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

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

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

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

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

231
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Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Gln

Glu

Leu

115

Leu

Ser

Glu

Thr

Asn

195

Ser

Gln

Val

Ser

100

Met

Gln

Val

Tyr

180

Tle

Val

Ser

Lys

Gly

Ile

Glu

His

165

Arg

Glu

Tyr

Leu

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Gly

Ser

Arg

135

Pro

Ala

Val

Tyr

Thr

215

Leu

Pro

Val

120

Thr

Glu

Ser

200

Ile

Pro

Leu

Pro

105

Phe

Pro

Val

Thr

Val

185

Cys

Ser

Pro

Val

232

Cys

Leu

Glu

Gln

170

Leu

Lys

Ser

Lys

Pro

Phe

Val

Phe

155

Pro

Thr

Val

Ala

Gln
235

Pro

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Glu

Phe

Cys

Pro

125

Cys

Trp

Glu

Leu

Asn

205

Gly

Glu

Pro

110

Val

Tyr

Glu

His

190

Gln

Met

Pro

Ala

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Ser

Pro

Lys

Val

Asp

160

Phe

Asp

Leu

Arg

Lys

240

Asp
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Ile Ala

Thr Thr

Arg Leu

290

Cys Ser

305

Leu Ser

<210>
211>
212>
213>

<400>

Val

Pro
275

Thr

Val

Leu

169
107
PRT
EUN

169

Glu

260

Pro

Val

Met

Ser

Arg Thr Val Ala

1

Gln Leu Lys Ser

20

Tyr Pro Arg Glu

245 250 255

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
265 270

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
280 285

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

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

Leu Gly
325

Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
5 10 15

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

Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln

233
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CN 103298937 B F 5l
35 40
Ser Gly Asn Ser Gln Glu Ser Val Thr
50 55
Thr Tyr Ser Leu Ser Ser Thr Leu Thr
65 70
Lys His Lys Val Tyr Ala Cys Glu Val
85
Pro Val Thr Lys Ser Phe Asn Arg Gly
100 105
210> 170
211> 444
<212> PRT
Q213> AL
<2200
223> ANTJF%|
<400> 170

Gln Val Gln Leu Val Gln Ser Gly Ser
1 5

Ser Val Lys Val Ser Cys Lys Ala Ser
20 25

Asn Met Asp Trp Val Arg Gln Ala Pro
35 40

234

45

Glu Gln Asp Ser Lys Asp Ser
60

Leu Ser Lys Ala Asp Tyr Glu
75 80

Thr His Gln Gly Leu Ser Ser
90 95

Glu Cys

Glu Leu Lys Lys Pro Gly Ala
10 15

Gly Tyr Thr Phe Thr Asp Asn
30

Gly Gln Gly Leu Glu Trp Met
45
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Gly

Gln

65

Met

Ala

Thr

Pro

Gly

145

Asn

Gln

Ser

Asp

50

Asp

Glu

Arg

Leu

Leu

130

Cys

Ser

Ser

Ser

Ile

Leu

Arg

Val

115

Ala

Leu

Gly

Ser

Leu

Asn

Val

Ser

Arg

100

Thr

Pro

Val

Ala

Gly

180

Gly

Thr

Thr

Ser

85

Ser

Val

Cys

Leu
165

Leu

Thr

Arg

Met

70

Leu

Tyr

Ser

Ser

Asp

150

Thr

Tyr

Ser

55

Thr

Arg

Gly

Ser

Arg

135

Ser

Ser

Thr

Gly

Tle

Ser

Tyr

Ala

120

Ser

Phe

Gly

Leu

Tyr

Gly Ser

Asp Lys

Glu Asp
90

Tyr His
105

Ser Thr

Thr Ser

Pro Glu

Val His
170

Ser Ser
185

Thr Cys

235

Ile

Ser

75

Thr

Asp

Lys

Glu

Pro

155

Thr

Val

Asn

Tyr

60

Thr

Ala

Glu

Gly

Ser

140

Val

Phe

Val

Val

Asn

Val

Trp

Pro

125

Thr

Thr

Pro

Thr

Asp

Glu

Thr

Tyr

Gly

110

Ser

Ala

Val

Ala

Val

190

His

Glu

Ala

Tyr

95

Glu

Val

Ala

Ser

Val

175

Pro

Lys

Phe

80

Cys

Gly

Phe

Leu

160

Leu

Ser

Pro
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Ser

Cys

225

Leu

Glu

Gln

Lys

Leu

305

Lys

Asn

210

Pro

Phe

Val

Phe

Pro

290

Thr

Val

Ala

195

Thr

Pro

Pro

Thr

Asn

275

Arg

Val

Ser

Lys

Lys

Cys

Pro

260

Trp

Glu

Leu

Asn

Gly
340

Val

Pro

Lys

245

Val

Tyr

Glu

His

Lys

325

Gln

Asp

Ala

230

Pro

Val

Val

Gln

Gln

310

Gly

Pro

Lys

215

Pro

Lys

Val

Asp

Phe

295

Asp

Leu

Arg

200

Arg

Glu

Asp

Asp

Gly

280

Asn

Trp

Pro

Glu

Val

Phe

Thr

Val

265

Val

Ser

Leu

Ser

Pro
345

236

Glu

Leu

Leu

250

Ser

Glu

Thr

Asn

Ser

330

Gln

Ser

Gly

235

Met

Gln

Val

Tyr

Gly

315

Ile

Val

Lys

220

Gly

Ile

Glu

His

Arg

300

Lys

Glu

Tyr

205

Tyr

Pro

Ser

Asp

Asn

285

Val

Glu

Lys

Thr

Gly

Ser

Arg

Pro

270

Ala

Val

Tyr

Thr

Leu
350

Pro

Val

Thr

255

Glu

Lys

Ser

Lys

Ile

335

Pro

Pro

Phe

240

Pro

Val

Thr

Val

Cys

320

Ser

Pro
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Ser Gln

Lys Gly
370

Gln Pro
385

Gly Ser

Gln Glu

Asn His

<210>
211>
212>
213>

220>
223>

<400>

Cys Glu
355

Phe Tyr

Glu Asn

Phe Phe

Gly Asn
420

Tyr Thr
435

171
214
PRT
AL

ANILFF

171

Met

Pro

Asn

Leu

405

Val

Gln

Thr

Ser

Tyr

390

Val

Phe

Lys

Lys

Asp

375

Lys

Ser

Ser

Ser

Asn

360

Ile

Thr

Arg

Cys

Leu
440

Gln

Ala

Thr

Leu

Ser

425

Ser

Val Ser

Val Glu

Pro Pro
395

Thr Val
410

Val Met

Leu Ser

Leu

Trp

380

Val

Asp

His

Leu

Ser Cys
365

Glu Ser

Leu Asp

Lys Ser

Glu Ala
430

Ala

Asn

Ser

Arg

415

Leu

Val

Gly

Asp

400

Trp

His

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

1

5

10

15

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

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ala

Ser

50

Arg

Asp

Phe

Ser

Ala

130

Val

Ser

Trp

35

Ala

Tyr

Leu

Gly

Val

115

Ser

Gln

Val

20

Tyr

Ser

Gly

Ala

Gly

100

Phe

Val

Trp

Thr

Gln

Arg

Thr

Thr

85

Gly

Ile

Val

Lys

Glu
165

Gln

Lys

Asp

70

Tyr

Thr

Phe

Cys

Val

150

Gln

Lys

Glu

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

Pro

40

Ser

Thr

Val

Pro

120

Leu

Asn

Ser

25

Gly

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

Lys

238

Gln

Val

Thr

Gln

90

Ile

Asp

Asn

Leu

Asp
170

Ala Pro

Pro Asp
60

Ile Ser
75

Tyr Tyr

Lys Arg

Glu Gln

Phe Tyr
140

Gln Ser
155

Ser Thr

Glu

45

Arg

Ser

Ser

Thr

Leu

125

Pro

Gly

Tyr

30

Leu

Phe

Leu

Pro

Val

110

Lys

Arg

Asn

Ser

Leu

Ser

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu
175

Ile

Gly

Pro

80

Leu

Ala

Gly

Ala

Gln

160

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

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

Phe Asn Arg Gly Glu Cys
210

210> 172
211> 119
<212> PRT
213> AL

<220>
223> ANTLR5

<400> 172
Gln Val Gln Leu Val Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala

1 5 10 15

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

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

Gly Asp Ile Asn Thr Arg Ser Gly Gly Ser Ile Tyr Asn Glu Glu Phe
50 55 60

Gln Asp Arg Val Thr Met Thr Ile Asp Lys Ser Thr Gly Thr Ala Tyr
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65 70 75 80

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

Ala Arg Arg Arg Ser Tyr Gly Tyr Tyr His Asp Glu Trp Gly Glu Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 173
211> 107
<212> PRT
213> AL

<220>
223> NTL5

<400> 173
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Arg Asn Ile Glu Arg Asn
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Glu Leu Leu Ile
35 40 45

Tyr Ser Ala Ser Arg Lys Glu Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60
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Ser Arg Tyr Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

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

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

<210> 174
Q211> 5

<212> PRT
213> AL

<220>
223> NLR3

<400> 174
Asp Asn Asn Met Asp

1 5

<210> 175
Q211> 17

<212> PRT
213> AL

<220>
<223> ANLR%

<400> 175

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

Asp

<210> 176
211> 10

<212> PRT
213> AL

220>
223> NLRF%)

<400> 176

Arg Arg Ser Tyr Gly Tyr Tyr His Asp Glu
1 5 10

210> 177
Q11> 11

<212> PRT
213> AL

£220>
223> NI %)

<400> 177

Lys Ala Ser Arg Asn Ile Glu Arg Asn Leu Ala
1 5 10

<210> 178
QI 71

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

<400>

NI

178

Ser Ala Ser Arg Lys Glu Ser

1

<210>
211>
212>
213>

220>
223>

<400>

5

179

PRT

AL

ANTLF3

179

Gln Gln Tyr Tyr Ser Pro Pro Leu Thr

1

5
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N
i{-—-t\a \t! {,:()
5, ‘};ﬁ, A, ;,,,v

#A FlXa k| (/) FAF. XAk
£9200% N £9200%F
; _

FIEBAARGGAEE . R SHW mIe e et £k (477 04 Lagaas)

“ ¥
\,@w
KBS
¥
FFF. Xa = A3t 7& M AaF. XasedpHi4E A 69 0f ik
RIEE B R E

K2

hAB9-KQ/hB26-PF/hAL-AQ

W 100ug/mL
Q1-Gak/1268-GAh/L45 -k
@ 10pg/mL
Q331-27/18326-2107/L2-k
27/1326-2107/ O iug/mi

064-255/1344-2107/L45-k

Q1-G4k/I321-G4h/L45-k

!
|
i
T

0 01 02 03 04 OS5
FXa 7 AT itiE i
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m 100ug/mL

g 10ug/mL

0 1ug/mlL

hAB9-KQ/hB26-PF/hAL-AQ g
Q1-GAK/1268-Gah/145-k

03127/1326-2107/L2 )
Q1-GAK/i321-Gah/L45k !
Q64-255/1344-7107/L45k 18
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— |
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.
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— | sf z
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0499-2121/1339-2119/(377-«  ————
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(3547106/1259-2107/1324-« | EES——
Q460-2121/1327-2119/L330 k  ——————
Q499-7118/J327-2107/1330-k [ Emm———

T ] ¥ i i

{} 01 02 03 04 05 06
F.Xa = ARt

o T e G |
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SRS
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W 100 ug/mL
B 10 pg/mL

hA69-KQ/hB26-PF/hAL-AQ
Q1-G4k/J268-G4h/L45-k
Q31-27/1326-z107/12-k
Q1-G4k/J321-G4h/L45-k
Q64-255/)344-2107/L45-k
Q85-G4k/)268-G4h/L406-k
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Q354-2106/J259-2107/1L324-k
Q460-2z121/)327-2119/1334-k
Q499-z118/J327-2107/1334-k

-0.3 -0.2 0.1 0 0.1 0.2 0.3
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