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1. PETTREIE AR UL T P Je 20 B % FE 785 £ S ik ey 4 e A / S8 F BT e i 6 R 1 7
%, A T A 1R 2R e A S AGEHUA I A 5.

2. PR TT EE A FUEE A M T 4 M 3% B0 8s 0 0 2 g &t e A/ B TR i i R 1)
5, B 7 A T D 55— STAGE A R 55 —3AGEHUIR I 4054

HA BTiA 58 — HTAGEST M4 5 Frid 85— HTAGEHU A A ] o

3. —FRIT A EIE IS 5 A FUIL B PR e 0 B SR B 7 Sk PR 4 i A/ T R
N e A WA B AR R

S It FHPTAGE L4 s B I

BT TR 58— i FHAE YR 7 B T 2% DU 8 M e 40 M % B0 70 70 P k8 440 i o/
R TR Je 9 e A% 7 T (0 A R PR T 2R 3 34T DAt s B s

S8 IRt T IR BTAGE S A4 o

4. JLAGEHUAAR 1) A3 , BT iR BTAGEHT A& F T il 1 A8 Y7 REE AR FUHE RS PR AB A0 i L R BT
TE 7 P e 4 0/ B TR Je e 5 7 FH B 2590«

5. P BAGETUA A, FriR 40 49 T8 I7 R e AR B EE RS M I 4 i L R 3T
TREAE T e 20 B A/ Bl B R RE RS S

6. — P TR ITREIE AR FEHE R 150 240 P 535 0305 1 T ol 400 B R/ BT e A 5 2
2059, ik &P s

(a) S —HIAGEFUE ,

(b) 55 —HLAGEFUAL , DA K2

(c) Z3% 52 3 is

H A BTiR 5—HTAGESTU M4 5 Frid 88 — 3TAGEHUE A ] o

7. —FS W B PERERE RO 25, BNk O B AR g B AW, ik s B 5 Wa &
GEA B RIKAGEAS I 41 M I BTAGE B A4

8. — Rl B oW, A& 46 2 BB MmN It AGE U4,

o BT IR B B T 5 N B R IR AGE A& A

9. —Fh T 12 G B M Jnl i R &, Bk k) S A

PUAGEPAA,

Xof REAE &, DA%

it , 454 2 TR BTAGEFUMA I 7)o

10 WIFT IR AR ELR AT —TRTIR K J5ik G A9, B BTk 4 A Wid a5 252
R I R A

UL 0 SR AR B SR AT — T BT 3 0 5 v, o Bk 32 0 3 A 3% 1 Rl DA R L 4
NN N INTTES - E SN SN 1D & 8

12 WIRTRBCRESR AT — T ATR 1) 7577, Ho R BTk 3238 2 Ao

13, WIHT IR BRI E SR AT — T Bk 1 7 30 G B &4, Hovb Biridk BLAGE S AR X % 1
FH A 4R B 2L A P R T G 3 S P« A L D B B 2R R A L RE DL Rl

14 WIRTARBCRZE R AT — TR 1 7575, Hoh ik 52380 A B M

15, WIRTRBORE R AT —TUATR B 510, Hob B 3230 R SR e ME e

16 WIHT IR AR ELR AT — TR IR 1 5 7% Flg A &4 , Hoh BT HTAGE /K 45 4 AGE
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U, TR AGE ST R A8 & R B % | b DL 4L 2 (0 AGEAB A 1 & /b — R R (9 i B ik
FFT MM 25 \AFGP \ALT R H L 20 R R £ A I IR A 2R o

17 QORGSR AR E SR AT — TR 0 75 ¥ s &4, Hodh IRk SAGEHUIA 45 A &
F L S AR S A

18. QR AUCFE SR AT — TR 75 v IR sdL & 4, Hodh Iridk STAGEH IR 45 & &
IR BB B A

19 . GO RT IR EL R AT — TR IR 1 77V B A4, L vp ik 35— BUAGE S A4 A i ik 2
T HAGETUA LS A AGETUR , IR AGE S JF A SR B HH 3% 11 ] DA 2H 1 119 ZEL 190 AN [R) AGEAZ A 1
2 /b—PpEE ) BEUK : FEL LG 25 JAFGP (ALT 2 R R 202 R & R s B AR 25

20 . WIFTIABCRNEE R P AT — T RT IR I VA &1, Serb i 0 A0 02 2 AL ) .,

21. WIFTIABCRE R P AT — T RTIR ) VA &9, S ik A A2 2 2 FIE .

22 WRTIRAUFNE K A — TR PR (0 ik &4, Hoh Bk 1 A2 L E I .

23 . WIHT A B E R AT —TRFT A R 77 7% ARG B A9, S b BT ik SRAGEF A0 & &
BRI id 2 RO 5% B DL N AR AL R R 7 B A 22090 % SR I E]
— Pk A3k F D95 % AR — Pk SR & /98 % i B [E] — T b — AN E IR P B« SEQ
ID NO:1.SEQ ID NO:3.SEQ ID NO:17.SEQ ID NO:19.SEQ ID NO:29.SEQ ID NO:31.SEQ
ID NO:33.SEQ ID NO:35.SEQ ID NO:37LAJ2SEQ ID NO:39.

24 WIHTIABURE SR AT — TR I 75 i @B &4, b rid s o & & (A ek
I, BT & A BN 5%k H B UL A s A 2R R 7 5 B 2 /090 % P B R — T
it 2 /095 % 7 HI[E — Pk B ALk = 098 % 3+ A [A] — PR &b — NE IR 7 51 : SEQ 1D
NO:22.SEQ ID NO:23.SEQ ID NO:24.SEQ ID NO:25.SEQ ID NO:26.SEQ ID NO:27LA J%SEQ
ID NO: 28,

25 . WIRTIRARNE SR AT —TFT IR 1 T3 ik IS S A9, b rid i &

HEE, DA R

R,

Hh A EHEAE 51k E H LN EA R AN Z R 75 B A 2 /090 % 751 [F — M
1% 72 /095 % J7 B[R] — M SEALIE 22 /D98 % J7 A [R] — PR Z L R /77 7)) : SEQ 1D NO:1.SEQ ID
NO:17.SEQ ID NO:29.SEQ ID NO:31LAJ%SEQ ID NO:33,5%

BT id #5805 5% B CA N A s A AR 7 5 A & A90 % P A1 [F — PR fLik &
1295 % 7 FI [ — 1t BEA G 22 298 % 7 FIl[A] — P ) S LR ST 41 : SEQ 1D NO:3.SEQ ID NO:
19.SEQ ID NO:35.SEQ ID NO:37LL K% SEQ ID NO:39,

26 . WIRTIRARNEE SR AT — TR IR ) T3 ik IS Sl A9, b rid i &

HEE, DA R

B,

Hrh A E8EE S 51k A B N AR A 2R 75 2 A 2 /090 % 751 R — M
1% 72 /095 % 7 B[R] — e SEALIE 22 /D98 % J7 A1 [F] — PR L R /77 51 : SEQ 1D NO:1.SEQ ID
NO:17.SEQ ID NO:29.SEQ ID NO:31LA&%SEQ ID NO:33,3f H.

PR i 5560 & 53k B B DA A i) A 2R 7 7 oA 2 /090 % R A Rl — PR ik &2
195 % J7 A [F] — 1 BEALIE 22 298 %6 J7 B[R] — P ) = 2L R S 31 : SEQ 1D NO:3.SEQ ID NO:
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19.SEQ TD NO:35.SEQ 1D NO:37PL JZSEQ ID NO:39.

27 . AR IR AN ER P AT — TP IR ) U7 5 B &4, o prid i de A & TAb o E
X, Brid TAb g XA 51k B B BN A R A = SR 8 Fr B B 222090 % e B[R — Tk
Pzt 28 295 % 7 A1 [|] — 1 SEAR 1% 28 298 %6 7 A [R] — PR i) & b — AN R 77 %1 - SEQ 1D
NO:23.SEQ 1D NO:24.SEQ ID NO:25.SEQ ID NO:26.SEQ ID NO:27LL JZSEQ 1D NO:28,Jf
H

T iR A 0 B 1 DA AL AL P LA 1 T o B P AN B KB S I = VSR
B LA o

28 IR ZER AP A — IR (a0 &, Hod B 45 5 Prid STAGE DR 45 5 g il o

29 . WIRTIA SR EE Rt AR — TR 1l 1) &, 2o i iaom B 25 58 —dik.

30 IR I AU ZEK A — T B0 &, 2o i SFUAGEDUAA Ik xik HEAE: it A1 e
AR A B o

31. WIRTA B EER AR — BT IR I 6l 0 &, SRR w A, Kb Jrid STAGES LA ik
Xt HERE i AT W TE TR 7 25

32 IR IR ZER A — T AT B0 &, 2o P FUAGE U AA A/ BRI k57 22 b
L.

33 WIRITIA BRI ZER A AR — T I 5 &, 2 b Find beid A5 B B 20 ehRic B8O
PERRIC AT SRR 2 2L 1) 28 2 — BibRic

34 WIRTABUA EER AL — TR IR T3 R B % 250 » Ho i ik B AGEAZ T ) 41 i
e F R T e 4 M o

35 WIRTIA B EER A AL — TR K T3 R B % 52540 » Ho i ik B AGEAZ T ) 4 i
el pL.

36 . QIR ZER A AL — TR K T3 R B % 52540 » Ho i ik B AGEAZ T ) 41 i
M ARR) — BB 3RAT , Frik i 53346 B R R ES 25 S fif L Jh S B e i 20 e O 241

37 WA RO ZER AP AL — IR 1 75 1% Fo b i 52k A%

38. WA AUA ER T AR — TP IR 1 572, Hevh ik 52 50 Ja il AR W ffy e e
o

39. WA B EER AT —TPTR U7 1%, Horh ik 52k B S2 i S % R 5t .
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& SR L 74 (AGE) BUI IR IR TT B E \ RILEE 75 1 72 4
R RNTIRS R AESE BRI T3 A FILR A1

HRREXKR

[0001] 22 A 22 15 5 D RE BTC D RE I 4 e HL AL T 3G o IRAS 3222 2 dH M i s
KA, I B 5 AMbs EVAHDE, AR EYIp16™ (“p16”) HIIE L AIB— 2 7L R 1 &
Ko AR T AL A0 15305 BORZ B (A A A DR () 3 32 SRR o 453499 B0 S 38 AS M) 52 Mg 4 i v
(R L REARDNA , 5 H ™ A2 7 B S, Biradk B HR k-5 440 o 90 05 s 82 T T ol R 2 1% (MG) MG
3 -5 2 SR BSR4 7 (AGE) o AE R [ iR s B IR L T 5 MG
JOSLEATE B R R i 28 8 5 He 9 AGE o AGE S 8 HIL v Hh (4 W 5 4710 40 o 25 1 1) IR 2 e
TR o

[0002] St 2 K A4 DNAFR) 53455 B S 38t 51 AT DNAS A% S5 2, B s Jse 275 5 400 e 7= A 441 e ] 34
BEL W £ 3 o X L L Wiy 25 1 L L 2 93 582 o 457 82 ) 0005 BRONZ 8 5 A mTOR ™ A2, HLBE TG Ak 2
i BT AT 1 500 A0 o o 40 ) 3t — 2D 3 BORE P PR A T (A )

[0003]  p16 e i it F i S HA T 2 55 20 i i 30 45 04 85 (3 5 o "6 ] A6 32 A B 1) B g 152 8- o 192
B CADNA % S AL REB B 2 B2 T 245 470) 36 A4 o p LOJH 5 A DA A A2 R #1211, A i 3 24l
J o 82 T~ DNA$Z A% 10 562 22 I ELAS AT 00t BE 140 e gk N 3ok B S BECIRAS SR T, 723X 7 TH A7 AE—
SEATA P, DR DN — 2L Jifed s p L6 [ I 23K, iy Ho A e 8 7 R I Ak AR R I AE —
S6 fihoJeg Hhp 1611 3ok Stk A FH i e B AT A JiE BE AR R B ) ("R SR o p164E - T-Rb LA ]
SHY, 3 HRb R ifilp 16, AT 7= A 7 A5 o SR B T RDAS BB HIT R SHA I T 1ip 16 , A 1T 3 250k 52 3
FEA M p 1613t # ik . Romagosa, C. 2 A\, pl6™*%overexpression in cancer:a tumor
suppressor gene associated with senescence and high—-grade tumors,Oncogene,sE
3045, 2087-2097 (2011) »

[0004] EZ 4O AT RB A A K . ZEZHMRE S S5 MEESE SN ITF2 R 1
(CBLFER 2 K1) 1 20 WARH DR 5 3X S8 DR 1) 70 WA R O I B A DR 4 WA R AL, B SASP . — T 4%
R, L) 78 J5T - 2 Bt i 23 WA TL- 6 (i i3k L e 40 M i) 35 A e A% (D1, G-h. 58 A TL-6
Secreted from Senescent Mesenchymal Stem Cells Promotes Proliferation and
migration of Breast Cancer Cells,PLOS One,59%4%,11,e113572(2014)) . H— Tt 5
K, 52 00N A o 4 i S A A A T 4 e 1 RS 00 R B AR (Liu, DL SN
Senescent Human Fibroblasts Increase the Early Growth of Xenograft Tumors via
Matrix Metalloproteinase Secretion,Cancer Res,#674%,3117-3126 (2007)) »

[0005] &= M o3 Wb P28 5T (“ROS™) A J9SASPH — 543  ROSHE {5 7E4E 15 41 i 32 22
78 A FH o ROSHR) 73l 7 A 55 W08 RANE , H: v 3 32 A0 5 3 A AR AR ) 52 52 - ROST A AR 47
S 16 R IA R4l M 545 , M 53052 Z (Nelson,G. ,A senescent cell bystander
effect:senescence—induced senescence,Aging Cell, 551145 ,345-349 (2012)) .p16/Rb
T T ECROSIV S T, Fodk i v A 28 BN CS , AT 7= AR IR IR , Firid 1E I i A 3 — 20 3
SRROS , M T 75 B4 457 AN T 300 1) 200 e J0 SR 4 5 L et ol o e B 4 e 5 5 40
HHASWE B 4 i 2 25 TROSH] A R0IGITIEAE (Rayess ,H. 28 A\ ,Cellular senescence and
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tumor suppressor gene pl6,Int J Cancer, 31304 ,1715-1725(2012))

[0006] & ML 4 (AGE s PR JYAGEAZ M) B2 A BRME AL =) >k A0 5 22 1 o (T e
I AEREE ) B2 (Ando K. ZE A Membrane Proteins of Human Erythrocytes Are Modified
by Advanced Glycation End Products during Aging in the Circulation,Biochem
Biophys Res Commun.,#5258%%,123,125 (1999)) o i P LI R A L5 G 3 22 [ 1) ] 36 fse Jo2
PATE BSOS R 46, Ho 4k 22 DU L 88 A (W Amador 1 AR . — BIE A, Amadori ™ )4
Pt — 2 EAHFLL P AEAGE o FHBE PR 7T (DM) 5 S ) v ML AR A A 2 S5 1 5 2 1 1 3 M 8 2
JG1&M (Lindsey JB,ZE A, “Receptor For Advanced Glycation End-Products (RAGE) and
soluble RAGE (sRAGE) :Cardiovascular Implications,” Diabetes Vascular Disease
Research, 556 (1) 4 ,7-14, (2009) ) - AGE— H 535 TR IR IRAH I , Tk 5 B0 IR AT HE SR
I3 RORE  20E PRI 0T A B R S SIS REREAL XU P B A Dh Be R A DA B R IR AT
PEIRAE Bierhaus A, “AGEs and their interaction with AGE-receptors in vascular
disease and diabetes mellitus.I.The AGE concept,’Cardiovasc Res, 337 (3) #,
586-600 (1998) ) »

[0007]  AGEAZAMI) &5 1 1 /& 3 22 A ML AR 5 o AL 28 7 ) 5 38 52 2 TR) IR b SR B A2 AR
AU AR BT R A - 2 WL, Gruber, L. (WO 2009/143411,20094E11 H26 H) ;Ando K. %%
A (Membrane Proteins of Human Erythrocytes Are Modified by Advanced Glycation
End Products during Aging in the Circulation,Biochem Biophys Res Commun. %%
258%:,123,125(1999)) sAhmed,E.K.ZE A (“Protein Modification and Replicative
Senescence of WI-38 Human Embryonic Fibroblasts”Aging Cells, , 9% ,252,260
(2010)) ;Vlassara,H.Z A (Advanced Glycosylation Endproducts on Erythrocyte
Cell Surface Induce Receptor-Mediated Phagocytosis by Macrophages,]J.Exp.Med.,
#1664 ,539,545(1987)) ; UL eVliassara®E A (“High-affinity-receptor-mediated
Uptake and Degradation of Glucose-modified Proteins:A Potential Mechanism for
the Removal of Senescent Macromolecules’Proc.Natl.Acad.Sci.USAT, 25824 ,5588,
5591 (1985)) o Ak, Ahmed , E . K. 55 AR B HE AL 28 7 1) 2 O 40 i AN o &b 25 1 s i) | & 43
) F 25 R 2 —” (Ahmed ,E.K. 58 N, Z W, 130, 55353 00) o DAk, BEAL 2470 BRAR 5 3
LR o H T W2 W T 15 A AT O, T AL 28 7 W ) R AR AT DA 2 32 22 Al iR H ROS
T R 45 5B (Fu, M. -X.,% A ,The Advanced Glycation End Product,N®-
(Carboxymehtyl) lysine,Is a Product of both Lipid Peroxidation and
Glycoxidation Reactions,].Biol.Chem.,252714%,9982-9986 (1996)) »

RAARE

[0008]  FEEE—J5 i, A & — PR T AR AR FERE A% PR A0 2% JETEE A S 1 e 240
AN/ BRI A AE 54 7 ¥ 7512 » BT D 2 A 46 1A 5283 il H B 2 SRAGE HU AR AL 540 o

[0009]  FE5E —J5 i, A B & — PR T e AR FERE A% PR A0 2% JETEE A S 1 e 240
A/ BRI A8 AT 5 B 1 T ﬁﬁl_ﬁ/iﬁ%ﬁﬁﬁﬁ@é"éﬁ JUAGESLAR ANEE — HTAGE LA I 41
B IR S —HUAGE U5 Ik 55— JAGES A AN o

[0010]  FESE =Ty i, A K W]t — Wl‘“f“*ﬁﬁf”ﬁ’]xﬁt%\mﬁﬁﬁ%%f JE AR R IEIEAE
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AT e 4 A/ BB e hE S R I T3 i S il T R LR S — Uit FHLAGE S A4 s Bl Ja Xt
FITid 58— U FAE VR 97 BT e iE 2% BUAG R 14 e 200 B L 3% BR 7B 0 S 2 s 40 i R/ 8 Ty e
i 5% F J7 T AT PR I i 32 6 2 AT It s B S 88 — i FH iR STAGE B4R

[0011]  {EEEVY 75 1 , A% K B & BTAGEFU AR I & , BT iR STAGES T F T il vy i i %
FULE T T o 0 D % T 7 00 2 e 4 B R/ B8 T e e 6 42 FH G 250

[0012]  FE%5 FL5 T, AR W& — M, S HAGE BRI A 54, IR 2 &9 B T8 57 0E |
A HUIE T TH e A M R FE T A0 20 A ey 40 e F /BT B R % 2

[0013]  AESEINTT I, AN K B & — B TR IT e AR R RS 1 0 I L 3% BRI 78 2 1 Jiig
A oA/ BB S RE H R AW, Ik H S W05 55 — BTAGESUAA | 85 — HTAGEFU A Ay 2
AT EERZ AR  FTIA S — HUAGE LA 5 FTid 5 —HAGEF A A

[0014]  fESE-BJ7 I, AR K W & — PS8 R I R 1 0 i, Bk Ui ds ke Sz 5 &
Y, Tk 9% 2 A MAS 46 2 RIEACER TR 41 B i HTAGES T4 o

[0015]  AESE )\ U710, KR & — MG E 5, ik e EE e s a6 2 e mg
MR FTAGE U o I i 6 7 1 i 4 U R AR AGEAB AT

[0016]  AESE LTI, AN K B e — Bl T2 W B B MR R 1K R & il i) & A 5 FTAGE
PO R HEAE i DA B AT 1, 255 & BT BUAGES T (1) 30771 o

[0017] 52X

[0018] R “JK” f& 48 HH 2-50 L PR R i) 43

[0019] R “Be A a7 42 8 B I 504 S PR A R i) 73

[0020]  RiE “F ML =47 L “AGE” L “AGEABAM Y 2 1 B  “BiEAL 272 4” BL K2 “AGEHT
i SEARAE RN S i — 2D EHE IR AN AT A I 1) A D IR I 5 IR 1) 45 SR 1 T 1) 4%
T (%) £ 1 S BUIK o ik R DA s JR 5 0 2 ) P RT3 S 2 AT B R 46 , L4k 4 DU
AN BEA I Amador i HEF ) o — B &, Amador i P2 #)42 B3t — 35 S DL 77 4E AGE L AGEE
TR 25 1 T S AGEA& A 25 (A i34 #EBucalaffjU. S. 5,702,704 (“Bucala”) FIA1-Abed
ARIU.S.6,380,165 (“Al-Abed”) BT T #kR « RE 7 AGER 04 75 B B HER AL 2 1
FREUK QIEREAL A S R IR N- B 48 SR L 3 2R AS A2 AGE o AGE R Il ik AGEAZ UM (195
NAGEZRAT BRAGEH 43) , i 2— (2- Wk FF BE5L) -4 (5) — (2-WRHR L) —1H-IK M (“FF17) 552 H
Bh-1-fr ek g —2- F (ML 3R (Pyrraline)”) s 1-kedk-2- A M L -3, 4- Lt ng
(“AFGP”) (—FhaERICAEALAGE) s 2 i 20 IR 5 LA B S WE 3R (I A7 AE R %558 ALT (O3 — Pl
AGE) 7EA1-Abed AT T fiik .

[0021]  “541 g FRAGEAEMRIN & A 45 & BB |« “DIAGESUAR” B “AGEHUIA” 2 F5 5 AGEE
) A BURSS A 958 S PR i e e X TR s h 8 B 5T, 2R A AGEZ A 1Y 25 11 B
JUR A R IR 45 G AR B R T R B A BREIOIK , i o 4t e e il L s 4 e, SEARIE N
WA B IS TE R S (BB e B AR 5E) AR AR Bl SR AT . “ S 4N B A AGEAS T Y R
RS A PR | “BUAGESUAAR” B “AGEHUAE”™ AS0,45 DA AH [F] 1) 45 S PR A $EVE 45 & R AGEE
R & A P BRI SR B 8 E 5, DL R R £ AGEAS I 1) £ 1 BBk (B, AGEA2: A
FIAFAEASIGINEE A AGEAZMII 2 A A &40 i L WAGER IR 8 1, R 1 BR A AN A2 0
ORI S A R LR T B A R S 4 B RIAGEAB IR & A 45 A P | “BrAGEHT
7 B “AGEJUAA” I ATHE T B0 Mk 25 VIR B L () AP e ik e B 5 49 i 5 55 2 L 254K

7
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Fopth Ak 27 5 BOBURLZS A () PUAA AR I Hb , BT oA 2 B vl B Pidds , 10 2 v B2 At 2 ml e ip
e

[0022]  RIE“EZANM” 2 FE 4 T I MRS IR L —FBl 2 M2 A Wis £
p 16 ™2 [ Ak B M S B SR 28 12 1) 40 M

[0023]  OR¥E A" 2 iR H ARSI VAR TR & A BRI, Hp—
AN ZAZ AR B B SR IR R SE A B2k AR TN N o A8 44 AT DL R AR A7 72 1 S o7 S
DRI A8 AR B R SR AT AE (1) AR A4 o i %5 5 7 B I A8 4R m (R B8 B % 02 7 Z1 1) — SR B A B Dh Re ke
fiE.

[0024] AR “FEAAE— MR 4 Eh (%) 7 8 SCAAERL A 7 31 3 Ho B 5 23 467 DLSE IR
KT HIE — PR 4 b, 3 A AR AR PR AR A 7 P R — Ve — 8 o e
JEF 5208 2 0K 7 51 H ) 2 2 R SR AL AH R I S R A 1 B o be o AT e AR L 7 71
5] — P H 2 EL 1 B B X ]S AT A R R T E LA, 15 WBLAST \BLAST-2 ,ALIGN
BiMegalign (DNASTAR) 3t LA 5 Py sk s B o e th , 43 PP 31 LG 0o SN LA FP AL TGN-2
K= AT B E — VR % {8 . ALTGN-2 7 B LL 22 0F S HLFE /7 7] MGenentech, Inc. (South San
Francisco,CA) ARG, B Al MIEACED 4 2, BT Y5 RS 2 28 5 35 B MOBUR G Fi P S0
24 BRI HAESE [ FRBUE I8 5 TXUS 10087 T B0 - AL TON-2F FP A mfis LLZEUNT XEE1E R 5t
(BLFEE FUNIXV4. 0D) b3 A T e 3 EL B S H FH ALTON- 278 e i L HLAN AR

[0025]  {EALIGN-2 T & B 7 I BB TE T, 245 8 L L 7 BIART T S ECHE X T 44
SE AL 7 IBH T HI A — 1 % (LAl & ACH S 1n A 4h w 2 AR P FIAR A B E T 5
B T-25 78 Z LR 7 51 B e —Z B IR )7 A1 R — 1 %6) DA R v1 50 : 100 X - 20X/ Y, X
NIE L B L G RE AL TGN-24E BT A FE - B ARTB A EL %o w43 Sy A [ UG Fic 1Y) 2 R i 2L 11
B H , I HE AP Y BRI BR L S B AR R LR P AR K JE AR T2 LR 2 5B
KRGS  ASBRI IR 7 FI A — PR % A TE T B S AN R R 7 R — P % fRTE 7
b B AR U B, 75 DOLE A SR S ) B 2R R 5 2 1R — M 96 (i 2 A8 FHALTGN-21F LR
JF3R1F o

[0026] R “GiE B &M & SR AR IUERN A S 5% 5 S T AN “buik-
TEREEY .

Bff 15 BA

[0027] [ 1S Pidd g A S 36 v N A T [R) FT 1]

[0028]  K]27x th H T il e e R il ) &

[0029] &I 37K HE FEAIF 75 BUAGESTAA A Bl ig Ae K L FE 985 1 995 JO 1 2 10 (1) A oAy 9T 78 ol 7
H U — LI IR AR R 1]

[0030] |47 HE FEAE 7S BUAGEHTAA T Brlvig A K L F2 985 7 R0 SO 1 2 10 (1) A4 Py T 98 o 7
H/ N SR — AR E

BN
[0031]  FERNESATLELIR (C. elegans) K E I LR I, I R I VE ) 40 AN A& AR 2R PR 40, OF:
L G 8 A P A 200 M 11 152 22 PR AN 308 0 EL 0 20U AL T 240 0 R B 4 W IR S Matus BN

8
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Invasive Cell Fate Requires Gl Cell-Cycle arrest and Histone Deacetylase-
Mediated Changes in Gene Expression,Developmental Cell,2£35%4%,162-174 (2015)) »
HAn AR AN 2 C 2K, ROSHITE B AT i 3 A L # (Porporato,P.E., % AA
Mitochondrial Switch Promotes Tumor Metastasis,Cell Reports, 584 ,754-766
(2014))

[0032] 241 Jfa JUH 4 i FIROS [] 7 A2 0 32 22 4B M IV VR 2 - ik 45 7 56 BB 0 4 I, v ik e i T3
AR 4N R _EAGEBAR 8 A A7 15 . IR 0L, AGRAB i i 28 (1 SR R A4 mT A FH oA 8 )
P JE , DL R IR e R VR A M i FH PUAGE ST R FEHE RS VI A, AT YR 7 T i
TUAGEFUAA ()T FHA FHLBTy Jie i S8 vh i %% 42 31 B mT AR PR 7 =X F T F0BI A e 1 A g
[0033] & A£G JMRd , 4n i M A A0 DGR IR AR A I A LA e B S 2 A LY Y 22
fiE, WIp 1611 KI5 , Brad FpAbF FiH A5 7 i Z 10 B AGEAZ AT K 82 1 LK) 47 7 - AL, AGE &
W 2 BTt AT A A B EE 5] B TR DA I AR IR 8 7 0 P b e 4 B o Tt AL AGE B A
W 2% BUTE A5 W e 4 B, A T FRBT S e o I FH AU AGE o A4 s LA BTy 14 7 =X F Py 28 3 1)
IiE o

[0034] 54 fi b ATAGEABRY 8 A 45 S & (“HUAGESTAA” B “AGEHTAR”) ARG
KN o S2 B HEU.S. 5,702,704 Bucala) F1U.S.6,380, 165 (Al-Abed 5 N) o Fr ik ) AL
SEBAFE S A B — Pk £ R B AT AGEAEB G [ AGEAS A1 1K) 2 11 (K Uik , B AGEAB M IFF T L itk
%2R VAFGPLALT R PR R IR PR & BRI I N A 2 5 DL S SR AR VR &) - e 3t
PR BUAR 45 5 R 7 e i 2l PR A 0 1) B 1 o o DR, Pk 044 0 45 A LI 2 T e 9% R
PR, qnonk N TG S S5 1k s FEAR 20, A dE e 0 AT S s DA S Ik B S SR 3h A7), g B (B EE
38 A CEREZID) CAR=E AL ZE AR, ik S Ak B 5 3h W) B Bu A A 5] 5 P ph e e
X, LB AREL XS ik HUAA i) S 2 N2, BT i 104 anape N U4k RN 2 AL CBE X ) R
PAl Gt S G ) JIETEIEAL G TEEEETE) (AR CBF XA L 4R=EAk (B
XPEREE) Bl A G L E) o B RIE e , Frid S 5 0 48 RO sh R fiak , an A Jidd g
12N 117 NN 7 1NN 7 1 NN 7 NN 7 e T T = i i T B PO O N
TR IX LS S P R A0 R RE XA HCAth B8 70 R 85 o DI e, P sk oA & B0 S A4, {H 22 bal B
TR 2 A SRV o

[0035] 5 il A0 226 (1) FUAGE A4 A0, 465 15 R W HH R F it 2 R BAR & FE Mt 28 BR AGEAR A 1) 2
1 BREUR 45 A (1) I L4 o 7R FF R IR (HRFR AN () — CRR FRR) 20 1R N (6) — 2 P L i
FRE2-Z ik -6- CR L EIE) O MR A IR (PR AN-e— (R &8 2 R) H T4
A B2 22 A T AE R 1 SO AT J5aF R B, . CMLANCELAZ W ¥ £ 19 BT B R A &5 Frfr 4
M b RAL ) SZARRAGE R ]  OMLAICELELAF 2 78 730 78 » I ELCMLAICELAR G 7™ it A2 Al 7o YK
B4, Cell Biolabs? &84 HCML-BSAJLE . CMLZ2 v [ 44  CML G 128 B 258 771 5 R CML 3% 4
PEELTSAFAIEL (www.cellbiolabs.com/cml-assays) BA S CEL-BSA$LJE ANCEL 7 4+ EELTSA
Gl & (www.cellbiolabs.com/cel-n—epsilon—carboxyethyl-lysine—assays—and-
reagents) o f AL BT 4E AT 3 MG I /) BR OB A2 = M3 AR I m] AR IX, BT i /N SR G0 HE
2 AR 5 AL SR 2R 485 R R R R Ul ™ A, I JR R i 2 R MAD
(FEFE318003) Al MR&DSystems, Inc. Minneapolis ,MN; H 3% S MAB3247) 3k45 s w45 1 pic E
A NEE X ORI T H A R sh P r e g X)) o Bl R fuds, ik HR&D Systems,
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Inc. (% BT H FE5MAB3247 (2 R i ik T 2 - T 2B B/, I AT S A A E
G T s IR AR, 7T R IR TR AL T 3B Z B a Al A A/ 355 DARR
LB RBIAE A ED R

[0036] B iR FTLAGEIUAE B A MR- 552 G Wi A AR B9 18 22 Bl ka (H PR A kB 125 3
Z) EEZ9 x 107°.8 x 107°.7 x 10786 x 107 (sec™) o FFIAFTAGEFLAA XT 41 Jfd (TAGE
B EA BA BN, Al RR NEL9 x 10°.8 x 10°.7 x 10°.6 x 10°.5 x 10
P04 x 107°883 x 107 () FIEAR B8 0 B o AR %t , TSR SUAGE S A 45 4 Mk B 5 Pl L v ir
NEI A MR&D Systems, Inc. Minneapolis,MN; B 35 MAB3247) 3R 15 ) #4 FA I i 4 FEMAD
(5 FE318003) AHAL AH FBLAR T2 o

[0037] B iR HUAGES A M 38 3k 470 4 44 st P 400 e A 52 0 4 B 25 7 (ADCC) B BRAGEAZ 1 (1) 48
J o ADCC 2 4t i A5 1 e 5 B ARITL 1) JHG o %8 3R 0 1 280 9 400 B = B V8 A M T e il 20
R VEBUR LS B IO SR ML . ADCCR] FR R AR A% (NK) 41 | 105 20 A g H e 240 e B8 1R
Fr A0 A 5t o RS Gl 45 A B 5 S T BRI F e B 43« 5 I BAGE AR — i BY 5 H 2 )5 e
NKZH ML , WINK9 241 e (R] MANantKwest,Culver City,CAZRISIIANML R) 7 38 om kA 14, H
AT b 3 R SLAGE A4 SR R % 1A 9 4 M 1390 A 2880 12k o BT IR SUAGE Bt A2 38 I 368 5 e M 40 st P 4 fw
B (CDC) BEIRAGEARAGII AL o 7ECDCHR , B3 F2 4 (1) A M S IDG 8 3 0 44 5 BB R 1 45 45 i
Ko

[0038]  Frid HLAGEHUAA AT 55 5| S AGEAZ M ¥ 41 I (1) B3R 1 25 77 4% & - BE SR 2 57 mT LA 2 7
B Y MR PR R MR A R RO B SR M i e A

[0039]  HHIAGEFUAL G HIF & , Wl fLEE & (PFT) (Aroian R.%5E A, “Pore-Forming
Toxins and Cellular Non-Immune Defenses (CNIDs) ,” Current Opinion in
Microbiology,10:57-61 (2007) ) T 4k i 5 31 £ 244 Ay DA% 1% M 08 i) - o 2 AGEAR A 1) 4
Mo BT 3R HUAGE AT R 1) 3 45 A S AGEIB G 41 AL - S8 )5 , B R AE AN M 2R 1 51 FL I al, ELBE
JEpUEBNRE Srigirad ARl O

[0040] 5 HTAGEHUAAR SR A 1A T MR R K FIURE P A 3 558 381 56 38 44k P LA S ) Ik 25 AGEAB i 1)
1 JHL o B TR N KRR ] B Aokt IR 3 Sk i A DA (632 36 1 5 25 AGEA 75 ) 48 J

[0041] R REATT &, AT TG INREIA I Bf AL DL RE S m] 4% 26 00 /89 1 1 R AR W R ME | -
JHE LA T IR 37 I8 FF 46 8 e, AT 51 EC B 40 B I IR AR o S PTAGEDUAR 2% & I TG 1 B e — 4
e A 5 S e b S ) AGEAS i 4 4 B S R, T A s 2 At 400

[0042]  Frifdad i A B R LI Y TE 4 10 PR 4% 22 IR EBE N 2% 22 IR S o 18 IX o
& T 4B A R AL o Y B R I B SRR 7 71 (RT AR [X) 7EAS [RI R $i A 2 (7] A8 4k o 3
AR LG T A LT 25 A B SR I e e A o LR R L R o (1) T AR X gk — 2D Al o R AR
X (HV-A7 I tHFR A TR 52 X BLCDR) FIAEZR X (FR) o 4 26 il & BuAd iy , i A7 vl fg B AT 52
— Pk, BTk AR B 45 A RS R SUE R AT AE X AR E X)), Ho Y [ R
AR S 4 B IR0 P B — ol B A AR e 2 5 X S R R R e P A

[0043]  HRHEA K I A VEASTAGESUAA F] H A SEQ 1D NO: 227 B/ (1) 2 LR () N 1H 58 [X.
JF 5 e NISALHTAGETTAAR 1Y B 4 B 4 sk X 7] HA'SEQ 1D NO:23 (CDR1H) \SEQ ID NO:24
(CDR2H) MISEQ ID NO:25 (CDR3H) * Bz & A BUF FIH B — A B2 AN o NI HTAGE ST A4
() 4 H A e 58 X AT HLASEQ ID NO:26 (CDR1L) JSEQ ID NO:27 (CDR2L) FISEQ ID NO:28
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(CDR3L) H B~ I & 1 57 80 ) — D E A

[0044] N (BN Putkfe sk G EBE ] LA B A5 SEQ 1D NO: L&A T .
L ) T AR 45 R e AT B B T A9 A SEQ 1D NO: 2/ 85 1 5 PR B o B A ] AR 45 #y 4 (SEQ 1D
NO:2) (I B ANMAE X AESEQ 1D NO:41.SEQ ID NO:42F1SEQ ID NO:43rhmth . A C&AN) Hifk
SR E G k2 5] B A B AT ASEQ 1D NO: 38 [ 5T 51 o k 72 B 114 7 A% 45 A I AT
HABA A ESEQ 1D NO: 4R E A T L&, SEQ 1D NO: 447 B 1 284 MG E R (Arg
B R) F% L T B WS o K ] AR 45 R4 (SEQ 1D NO:4) [ T4 5B X AESEQ 1D NO:44. SEQ
ID NO:45HISEQ ID NO:46H1 7R H o A A [X 7] LA 22 25 b5 LA i) L A i FF w2 21 5 A A %
JEPREEFIGUE B X FRIAE AR . b sh, il AR X ] - THE AR IR

[0045] AR ERE R FHSEQ 1D NO: 12HIDNAST 51 (BRFTAGE Sy BR 8 [ G2b HBE) 4 o FHSEQ
ID NO: 12451 R PTAGE fo & BR & (1 G2b E #E 1) &5 1 U T FU/ESEQ 1D NO: 16+ 7~ o BR P
[P AR X AESEQ 1D NO: 20 7= HY, Xt R FSEQ 1D NO: 1647 B 25-142 ik HFE R LA 7]
B ACHEEHSEQ ID NO: 13[IDNAST 1) ik & PTAGE N Sy 3k &5 G L EE4E) 4fid . FHSEQ 1D NO:13
G K G PTAGE N % 3R FIGL BRI 82 A JUF FIAESEQ 1D NO: 17H7R H o k& HTAGEA
IR E A S B 25-1421SEQ 1D NO: 20/ & 7 28 [X . ik R85 7] FHSEQ 1D NO: 14
DNAJF 1) (R FTAGEK A2 8E) A% . FHSEQ ID NO: 4% A5 1K B, L AGER B 55 11 55 (3 51 )T %1 £E SEQ
ID NO: 18 R H o SR FUIA R AT AR X ZESEQ 1D NO: 217~ Y, Hoxf B FSEQ ID NO: 18[If7 &
21-132  FiAk ek m] DL A] B ACHEEH SEQ 1D NO: L5[IDNAJFF (k& HLAGE A2 88) 4 . H
SEQ ID NO:15%whd 1) Bk A PTAGE ANk LR 85 1 B/ P I FESEQ 1D NO: 199 7R H o ik & HTAGE
NS RRE A S B 21-132FSEQ ID NO: 211 B AJ A8 [X .

[0046]  FR4E A BH I N IEAL FTAGESUAAR T HAA BRI A0 & — AN B2 A AUk EBEE AU AL
B NI EEBERT FHSEQ 1D NO:30.328%34 /I DNAF B 4wbd o FHSEQ 1D NO:30.32F134 %55
(R N V5 AY BB S 0 25 1 5 1) 43 BIAESEQ 1D NO:29. 31133 7R H o AVRAL AR 85T FHSEQ 1D
NO: 36, 38EX40[KIDNAJT-F 4% . FHSEQ 1D NO: 36 38F1404 A5 (11 A IR AL A2 85 10 2 [ 57 51 43
FIFESEQ 1D NO:35.37H1399 7t o ARk , NVEALITAGERUAARSE A 7 FII & e K AL , [RI B4R
B IR G B e 1 o P A A S B AR TUAR , BTl NVEA AR & AL, Pk SR LA 1k
HSEQ ID NO:29.31 33 & H vl s LA A4k, rid 88 B 1% H SEQ 1D NO:35.37 4
9 EA BT .

[0047] 5 HAR I B HTAGE ST A4 W I8 ik A AL B8 3 B SAGE AR K 3RS o R 5 v FE HTAGE
FiAEEASEQ 1D NO: 479 Fros ) A E 1 BT 71 (R AR 45 #4380 2 A 5P F1IIAESEQ 1D NO:
527N HY) FISEQ 1D NO: 57+ By 7~ B 424 £ 11 57 21 (R] AR 45 M 38 & A U7 ZIAESEQ 1D
NO: 62917 H) oA g A5 AL B % 7] A ATSEQ 1D NO:48.SEQ ID N0O:49.SEQ ID NO:50mH
SEQ 1D NO:51H Bz~ B 8 1 57 71 ON A4 B8 4 1 ] A% 285 A 3 ) £ 1 537 143 il /ESEQ 1D
NO:53.SEQ ID NO:54.SEQ ID NO:55F1SEQ ID NO:56H 7~ H) ALk i NG Rk n] B A
SEQ ID NO:58.SEQ ID NO:59.SEQ ID NO:60Z%SEQ ID NO:61H B~ & A i 771 (AL
R AT AR S5 R B 1 SRR B BIAESEQ 1D NO:63.SEQ ID NO:64.SEQ ID NO:65F1SEQ
ID NO:66H 7 ) oAt , NVRALHTAGE 52 v B Jufd it BB AR BE L Rk, Frid EBE R A ik H
FHSEQ ID NO:48.SEQ ID NO:49.SEQ ID NO:50HISEQ ID NO:514H pfZHA & 5751, P
R HEE A% E FHSEQ ID NO:58.SEQ ID NO:59.SEQ ID NO:60FISEQ ID NO:614H it 41
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()8 1 P 8 o FH X 28 2 1 55 F 2H R N U5 A 58 v B SrLAGE S 44 W B S I (1) 45 6 F1 /B
O I % RIS AL, AT A BRI D AR

[0048] Sk H HE AR HUAEI S A BUF PR A2 A5 HASEQ 1D NO: 2/ /s () 7
I BB ) T AR S5 IR B LA SEQ 1D NO: 4vh BT i) R B i x 2 85 o AR ARl AT DL & FE 1B 3
W, IMF B F ) s BUR & , W04 S EIE I AL, dE AMIMAS 2 DR - 5 (K H) Pifk )%
REE v 4 ESE T A A BR824 SEQ ID NO:5 (EMBL/GenBank % 5% 5 AY445518) (1155 [ Jii
P (K ) Jufh o B Bk 8 1 6 EEn] A BRI 49, # SEQ ID NO:6 (EMBL/GenBank & 5%
FAY631942) [ 8 A BT A A (R) Pug g 3k A AR B8 n] A BRI 45 % SEQ ID NO:
7 (GenBank & 3% '51.36871) (M & 1 BT 71 ) (oK) itk ey 3k 8 B 88 v H A B ] 49
PrSEQ ID NO:8 (GenBank 8 3% '5136872) I [H B3 ¥ M (ZOH) Ptk f )@ 3k 8 1 G2/ H 8
A] A B AT 40,4 SEQ ID NO:9 (DDBJ/EMBL/GenBank % 37 SKF811175) (& 1 71 .

[0049]  BRIERLI BN, W1k Je (B dp AXIEE BE) (32 TE CRE T8 3£ 0 (Lama pacos) i
/NELTE) VFETE (alpacas) (58 (Vicugna pacos)) B K5 5E (guanacos) (JR5E (Lama
guanicoe) ) HA RAE AR A3 P R BRI IR Iu g B 1 B B R AR B VU SR AR R
A BR S A GHUAR Ab, S8 e Rt sh Wit BoA AN & 32 85 91 DL B — RAR B A7 A2 I B S %
BREE ACHUA  IX Be AR B R 9 TE B 044 HCAD « BB 45 M IR B Ak Bl s dAb , 3 FLI& 3o R 24 =584
PO ) AT AR 45 A S8 PR R VHH . 5% B R B4 B B S A s = B8 RECHI 45 A8 0+ BT R AE HoAth 4
Tl e R I ) B X o 0] o A1 9% e (BRI ) B 68 A s AR i P AR [X ] AT B AT AL A SEQ 1D
NO: 10 (GenBank 5% 5 AJ245148) [ 85 1 517 21 o Bl f F1 5% B (R 58) DU R A Gy 3k 8 11 1)
HEEER AR X A] A B A4 5 SEQ ID NO: 11 (GenBank® 35 '5AJ245184) (& A T .
[0050]  BR v 9gSeRIshAL , EEE DR AL BOR S R RN, i o | £ AT £R KRR 2R
L) FUARAE R O G 02 BR & DR RS2 AR BT gNAR , JF H T gNARFK) A AR 25 7 S 4 FR J9 VNAR
TgNARFE 79 Fir ) 1) B — SRARAZAE, Frid Bk — SR AR 5 H H — AN nl AR 45 M 3ofn L AME
SE FE MR 1 AR SR SE R B, AT R EE

[0051] 3R EAE NN B 8 57 51 A] FEAE BB e v S Gy AR B, 2 [ B f e 10 A
FRE RS (www.imgt.org) BRIMAENE B 205 B (www. ebi.ac.uk) « H A FIDNAZL 5
(ddbj.nig.ac. jp/arsa) B [E K AEW)H A EH 0 (www.nebi.nlm.nih.gov) .

[0052]  HAGEHUAAEL HASA T 404 5SEQ 1D NO: 28K SEQ 1D NO: 20/ LM FF Af &
1:90% .91% .92% .93% .94 % .95% .96 % .97 % 98 % .99 % BL 100 % 7 1) [7] — ki) 4 7]
X, A FE R SR s« B £ /090% .91 % .92% .93% .94 % .95% .96 % .97 % 98 % B
99 % J7 31 [F] — 14 1) AT AR X AT AT T2 3% 7 51 3 A B (3 O <3 BUAR) 4l N BB 2%, (AT,
B TR 7 B ) BTAGEHUAR LR B 5 AGE LS A (1 RE 77 o HUAR L 4 N Bk 2k W] ke AR AE AT AR [X ddk 2 4b
(1) 1X 3o

[0053]  HUAGEH 4L H AR AW 408 5SEQ ID NO:4B{SEQ ID NO: 21 &M FH A&
190% .91% .92% .93 % .94 % .95% .96 % .97 % 98 % 99 % BL 100 % 7 51) [l — 1k {42 4k 7]
AR X, A G H B a4« B 2 7090% .91%.92% .93% .94 % .95 % .96 % .97 % 98 % B,
99 % 7 F1| [ — 4 1 7] A2 X AT AN T2 25 13 91 2 A B (9 08 =3 BARD 4l N BB R HAL
B BT P B I BTAGEHURAR B8 5 AGE LS A I RE 77 o HUAR L 4 N B 2k m] R AR AE R AR [X dk 2 4b
(11X 4o
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[0054]  BF, Brid fiAgR T HAA S 5 8L ORI EE 2 (1 2% 5 1R B 22 R (CML-KLH)
7 AR I AT T T /0N SRR Ak 27 B AR I TR e s X, BT IR R B L B IR MAD O fE
318003) 7] M\R&D Systems, Inc. Minneapolis,MN; B 3% 5MAB3247) 3515

[0055]  PraRfuikn] A6 & R 2l H 0 0% RA IR AR EE X .

[0056] i m] Af# A S AGEAE M & 1 1) 2 T — PR ALAGESS A I LA IR A

[0057] i3, ] At FHXUR S PEBUAR , R BT R PRI A AS [RI RA7 () FTAGE AR « b Hufdods BA ok
A —PHTAGES AR Y AL (1) T AR X (B A 8 X)) Ak B ASF AR ) Al A2 X (BB A E
X) o

[0058]  mI{F A FiAd v B oRAX RS S B AA o 481, Sy 3Kk B 10 G ]l ik PRI Y A 2 e R B /)
() B o AT ER 1 B A 2R A T R ) — BT SR FOON R o W A 7 A Fab v B o Fab Jr BUBL &
FRTEE B 1) PR AN A S 45 4B S0P ) — A CEBRCONF Y B o B B BV AL 24 A B 1) — i B
RICAKR ML 7= AEF (ab’ ) 27 B F (ab’ ) o Fr B 5 i R0l 1 — WM S e 122 (1) T D N A g &
M3, B B B AL AT T RE Y Be (RT3 B A e v By (RT &G B JFv i BCE A RN
Aty P AR SE Rk Fe i Be & A -5 40 L 117 B 0 3R B 1) A2 44 RIRIMA 2 BB K R 4 oo 140 AH ELAE
(1) &5 Ra) bk o B B 1 T W] R A0 T B 1) 5 — 10 5 45 M I (Cu3) Z B FR S B BREE A GRA = AR K
JBtF (abe) A/ Fr BepFe” o Sid Bl A AT & S E 20 7= A

[0059] i IR 5 EEAA B uad , VI m] {5 AR BT J& N ) 77 v ohe = A AT o B, AT et — R B
IR ST 9 9% T DA B A 7)) (an 3 75 BE1E) SRAE L3 e £ 72 AR 2 e BE Bu ik (pAb) o 18
W S S CRIAZE ) JE ek Bz T BRI AR P 3 S S AR FLEN A R o I f R DL 40 e )
AGEAB VI B 1, ANAGE-PUBt ML 111 AGE-5 18 25 11  AGE- iR & & L AGE—IfIL 2% 4 5 82 11  AGE-
Fse Ji - AGE-2H 232 1 8B AGE— 11 £ [ WIAGE- 2R I35 1 & 1 (AGE-BSA) VAGE- A L% 1 &2 [ A
B9 A S A AGE- @i IRAR B2 (1 L AGE-£F 2l J B0 W)  AGE— P 52 BB B 11 L AGE - 58 - AGE—
AR 1 JAGE-£F 4 25 19 JAGE—4 /££S0D . AGE-apo B.AGE-£Fi% &5 [ L AGE- % # L AGE-apo
A-THITT AGE-IML4T %5 11 \AGE-Na' /K -ATPE§ . AGE-£T VA i I . AGE- B IE L AGE- VA T I8 - AGE -
EFRE A CAGE-ZL 4 MG 1 ufs 15 85 1 W AGE-B-N-Z, Bt . B I 8 (AGE-B-N-acetyl
hexominase) \AGE-apo E.AGE—ZL 4 it il 25 11 - AGE—I5 A4 J 8 L AGE— 8k B 11 - AGE—4T 4 Jifw If1L.
SR [ W AGE-T IR &L L AGE— il Bk 25 (1 L AGE— TS 8 11 L AGE - FUIR BRI R (AGE-£F4E 8 (1 i
AGE-Bo— T BR 25 1  AGE— 1Ly B i S0l « AGE - — 70 g 25 11 18 - AGE— T3k %% . 7K 18 - AGE-RNAf
AGE—IK 25 BE NG 55 1 W AGE- T M 8l - AGE—apo  C—T.AGE-RNA  AGE- L 41 25 1 fAGE- A L 4T
% WAGE- 1 % [ WIAGE-2F- L35 (1 25 11 (AGE-BSA) FIAGE- AL (8% 1 AGE- % 25 B g &5 (1
(AGE-LDL) LA S AGE-F& J5 £ 1 TV - AGEAZ M (¥ 41 e , WIAGEAZ i 4L 40 (SE B 1) A A X B350
A3 THAGIR)) AT FIAVEAGEST S o A2 77 %) S 48140 458 o U 58 4 2 711) SRR IBE IR PR A & 1 e A —
RS A A (B PR T B FTHSP 7T0BKHSPO6 | 2 S I NS FR ALK 1% 45 L7 a2-
B3k 3 AR s PR A BT, A 4R T LR B JE 5 22 JUEE (pleuronic polyols) ERPIEF
DA R Ry Oy 1 O S % A P R R AR G A e A B S IR R 22 K, 1A
FLHUR I ¥ 85 A (KLH) G B EE AFEFRRERE A VEALE R A REER . Akt
TRIDRE BCK & 2 1 g 00 761 771 o DI e s 402 DR B85 W A AGE-KLH. B, A] AEXG T il & pAb , A
M4 1gYF.

[0060] PR G RE FiAd (mAb) AT Ik 0 1 3= BOR B 1 3 B 20 i %  WOR 4 il (BURT g
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43 44) mAD ] B 2L 4 A o 1S e bk EL 400 o e 5 2 K 2B AL 4 (491 i B R A ) 9 L P e
43 WA BT 75 mAb ) 40 Jf e ] % o P FH A R , GNEBV-ZR A8 SR T A o 3 3 4 G b 4 (1) A AR
LSRN R R 5N @A B0) S s K 8 R R 5 A A8 2 DR A i AR R A AR Y
FR = AR AL LT K N AR AN ONIRAL) BUEAS T YRR S 55— Fhahd (ot A
B IR BEECELE VA AR SR BN ) 0 RA DU S R, nl i AR T i A A- 5 IR
W BE FE 0 LT R AT i 1 I st L K S I T S IR R e U U B BB VR MBS SR S BRI /K
thalifbmAb . F AN, AT B IS A S 55 =4 DT oG N 5 5k DR R AT R R 1R Y5 /DN B T g 3k i R )
S22 DR /I BR A 5 BUAE PN 2 R /N B R 7 A N B S R A o N R B S R 4 L BRI 7
A A IR B AR R R AR A

[0061]  “Zj2% b n] 4252 W BUA™ AHE 7] 5 254t FHAH 25 (AR AT B BT A 9 79 o B i
A A0 AN B 7 AN B T TR 5 98 TR AT B R TR o M SR A R TR R e e S L K
ERIK MR EC VA VRN T R L AN TR VS PR A I nl N A T B 4Mit - R
RN VAT L T T AR, v K S SRRV B 2 T B T B R e AR
VAR s FUBE ), G0 B BN R R R R 5 AU ) S AR L R O A R U s G
W R ER FT R IR Eh B 2 £k s DL S T I 1k B 00 3R] sl A BN B 260 0 o T FH B B
1SR FR B AL A T 1 pH e B i A1 i ) AT 5 PR AR 2 — R MR R S 2 B R 3 B R A
(1) 2 &=/

[0062] & A yE S 0 29 4 B W AL FH T i sl ] 48 0 T8 vk S VR B 0 BEUUR 1) TE T K 1 9
TREL A B o 25 PR IE 79 AT AL 5 A6 5& TR R AR B 25 WA S v o kT ik o3 T HH , 50
1) 3540 5 A 22 £R 7K L #E 7K - CREMOPHOREL® (BASF ; Parsippany , NJ) BUMHER £5 2% i £ 7K
(PBS) « EFT A G R , Frid 40 A WU AR T 1) ELSL i Ads , DA S A S 4 it FH < b2 20
A V) SLAE 38 Al A7 HHIA) RS 8 I HL e 250 ARG A A 52 1 2 4 11 R 35 81 R B AR 7 G o 6
WG 2 R R RS ST B 2R U 0L PR RN AU 7 14D 8% ol b 400 T 790 AR 0 B T 9 P 5 A Ak
AW B W WIRE I S IE ), v A0 ER B L L AU ) 2 Jn B SN R S T IR A
Hh o T SE AR R UAC P 2 A 4 B 91 a0 T R B R S 1 7)o I T T VA VR T e
A AT 328 1 AR YR T PR 4H 40 DA 75 ZE 0 B S AR HE 75 200 — Pl o0 B 2 Pl 3 I 4 6 NI
B S L B S AT KB R o BT 2 D0 TR S VA ) T T [ A ) i & 7 VA R
IR AV R, DA AR ] A

[0063] o T it MR i FH , SuAA AT AR e B 58 55 25 B A A @ HEE 77 (a0 = o — A4
ATR) B0 e 75 2 1 A0 B T 55 70 368 326 o B0 AR A AT 28 B WA AE DR TR 3 IE 4 A A
iSPERSE ™ N Z54#:3% F 4 (PULMATRIX, Lexington ,Mass.) o 243@ LW N\ it FII , s Hidk
(1Y) FIHTAGEHUAR AT FHAE & Fhah ¥y (GG N) o mT DL AE S B Y

(00641 Jy 38 it fi m Ak B2 Jke v A7 140 g i AR 7 S e P () B 25080 T v M A o R
TEAHE fALIR) A 3 T R - G mT 2 LB BRI

[0065]  RpFhE BY AT AR 1) 38 24 7] S 7K P8 R 2 Rr kg A R H 290,01 22500mg « ALIZL 1 ,
Bk S E A2 290 1 2 2250mg/ kg s BEALE L0 . 52 £7100mg kg o £53& ) 71 & 7K 1 7] EA
FE210.01%250mg/kg« 290 .05 100mg/ kg B £10 . 1 2250mg / kg o 7E LLYEH A , 77 & AT PAAZ0. 05
£0.5.0.5%585%50mg/ kg o A RFFISE PR T $2 50K L B4R 7 RIEH , WaERK—
KRB IR, AR A 8 B A B AR P P32 3 o DRt B P B R AR Pl R R — IR VB JE —
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BRI B = IR VB H IR EER60 AR 90K IRt H o

[0066] A Je sk A A A6 35 i iE 1] By A4 B9 AN [R50 A7 o5 0l 2 AE W 2 &6 R B 9 RICR X 32 3t
AGEFUAE it F 1K) 52 138 HEAT I, DA 8 P IR FTAGETUAR =& 15 A RO T RE0E o AT AT &
A2 IR, TR AL U A L N BB A A L LR B2 B 1% DU, X B 2R B CT H 4
WINPT ALRE AT U STAGES U AR « AT =5 2 i A B A4 RN B s 10 0K, B30 SEIR A 75 1
TEIT 25 3 o AL, AT ORE 52 35 R AT W3 LA 3 3 e e 1) RS Dk /)N BT 2 SR A o T 7 0 12k ik
e AR RARORTT .

[0067] ] G B Aoy 751 28 DA 32k e FH AN R & 38 S0 1 o R A AL 2 FR il SR M TRy T 52
T BB E R S ECR AL, S A1 A SCE I — P2 PSS Y (R FuAd LA AT 75 (1)
2GR AR, B R A R A A AR O B R .

[0068]  A] K i e Pk e ik AT ART VRS LB Tl i AR SRk ) VAT 097 - AR TR
7 B FLEN o PR T I HARI AL A AR /N ORER S = 4 AR S A EE 3
WA BRI o 75 20T I 5210 P e R 2 W R 45 8 e i & T e B I e e L e R
IR 4 e A R 2 IR B B I DU L L B R S O IR AR e
2 R IR O ELE DA S B o YR T ] LASE 48 DR RS MR e i 1) A YR T AT A e A 2 A
A RERER B R AEATATT 5508 B3 R AT LR IR 5E 7% AL, ] R v 7 0 M b Je 1 A
ATy A ah P n] I8 I A SCHT IR ) 77 13T I6 9T « A& F TR YT BAR L FL 3 . Rl v 97 I
i FLEN AL HE /N ORER S LR VAR AR SRR B I B o 75 BRI 2 E ]
TP AR T R 2 B R 508

[0069] 5 AL RIE ST HAFEARERZ & AIRIER YT (0T AR B IREAL 27 1
S o B R T AE B T RE B R XU K S8 2 FH T A2 W L B (AR B0 B &CRE T
Al REANRE 2 P TR LSRR REVR T o I, B TG ) Lk i A% 55 1 RV 22 S AN BR 4 52 LT V4
ZAFE R 95 10 (4 P ehE m Y IR A 2) BT AN BR AEAR N T T2 AR i 4735 1) RUS:
1M AT REAS 2 T AN R 1F ik 3 - O 48 BAT 52 450 Sz R E e ML i) & n] R ez
I, RNV 2407 29 fa 35 0% R4t

[0070] PR HTAGESUAR AT T A Mo 2l Ab sk B2 , 1 5 % v s A 4 2 W B o i it 238 FH T AN
YL TR A s SR B 43 5 5T 75 BB AR R 40 i 4 Bl A mT T RS 4,
B EEREH ; B (transfusion) , WML (blood transfusion) . U4k AEALIT HATRIK) B
R4 Mo FEAE P R A F , DARBR 2 86 R MOV 40 e T ik 46 28 10 T 40 MY o A FH BTAGESTAA 11
o V2 V) 1L B A SR I B T AAZEL 2185 R4 L AN B B SR DB AE it v o S e RS VRSB E o

[0071] Bk HrAGEH At A] I T 2Wim 4% B & 5 RIS AGEAR IR IY) &2 1 I S5 R MR T 4 e
45 A I PIAGETUE ) S )& 5 A1) (WA IR - & A4 J& ] Tl B 48 7R 57 72 MR RE 1Y
MUEE S AT H)  TUAGEHUAR 5 5 4% M 9w 40 I 00 5 e P 45 6 T S0 VA WU s PR KT IR R RE 55 45
W PR STAGE S A4 m] F-TAar M5 3 o7 B i A7 A8 5 7% U (1) I B 6 7% PP A e B 12 T
PUAGEFTAAR AT F Tt 0 A% s 40 B 1 47 76 ok Dl MR 5 A B 3R 1S I 41 e o ViR 2 2k A ]
W SN B AR )RS 58 BT WSCER AL, BT 5 xS0 7 A B A M e T L SR BRI 2 26 RS (i 2
25 TRECEBR) s B S AR BT AURE DR 01 T 558 it B iy PRt S B 1 S A7 Wi S 4t e
PTAGES T AT FH T AaT AT FH AL Adc A DU E AR 43 S S 8 77 i o B, S 55 Al A8 FHEA R
AT I« A FRIE (D EARICBUBES PEAR 10 Bt 2 2 P ik 2 S50 A Al 1 AR B s 8 A
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M E A, b 5806 U R4 IR E e iR AL 40 i 433 (FACS) s 1 Fl AL 28R,
G T 5E , 45 ) A T BB A7 S W B 5 %71 (BLI SA) B (9 J5 B3 B A 3 YL » TR AE FH 4 o i Ak 455
AR AN & ik

[0072] [ 27 H T2 e i 6 R A 70 465200 0 BT 157 65 AT B R HUAGE L 44210 Xof
220 FAT 3% 1 FH F-46 DUATTAGE ST (93X 230 o AT IR FTAGE L AA  S6of B AT 2 44 577 T 78 A2 47T
HIE M F PR, TR R R e B8 G MR BB T 2% - TR BTAGE ST
A AN/ B TR AT AR M A BT, 0 6 ARIE U PEAR I B SR bR o 0 BE AT DL SRk
Horb 14 58 PRI SR 1B L7 , & O A= A AGES 1 B2 (3 S Ek B 407, B3
IR AGEAZ I (1) [F] 5 AR AT B A0 o FH TR DU AT AGE S0 44 (1) 3551 1 5 49 0. 46 58 — fri s, e
Ipdh il 46 3 2 FHARRC I BT 2 58 B U o TR ) S AT AR H 2R AN AE 25 25240 L il ik
TR B AT 3 b 455 B UE B 15250 (L e, BT IR 771 5 1 N 28 404 T T 1 O L v 4% i
o

[0073]  Fr i a7 & ml AT 0% M A8 T R gl 7 B i o0 TR 75 48 o I IR 25 48 1T ] W P 1 i P
PR CAnZERL) TRk, B 7] LA PR, tndsa Bl & .

[0074]  Fr i k551 ] AT 328 1 B0, 58 58 P 00 0 15 o ok 8 B 1 R S B AR 5 I P B0 4% =X
PR, N7 s A B AT S 28 (USB) BREN A% L . 2240 (SD) R Lo it KR L4 7 H nl i i
BRI R B (QR) ARAD 7 1]

[0075] 50 AT AL M A 53 A B IS W RLBRA A, g IR [ R B VAR B
A ) 3510 FH T 43 A 1 258 T S AR 3 R/ B 5 B A A W ROR A e B B ) 5 4
BiR ST RN i oS

[0076]  LAF EonxfRF-SEQ ID NO: L) B RS L B P 51 «
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[0077]

[0078]

0 28 30 40 &8
MRLLUILTRY AAAVARQVOLL QPGARLVERG ASVRLACKAD GYLFTTYWMH
&0 0 e 80
WLRQRPGQGL EWIGEISPTN GRAYYNARFK SEATLTVDKS
10 110 128 130
SNTAYMOLES LTSEASAVYY CARAYONYEF AYWGEQGTLYT
140 180 160 7
YOVASTREPS VFPLAPRRKS TEOOTAMGT LVRDYFRERY
180 180 20 P 230
TYSWNSGALT SGVHTEPAVL QOSGLYSLES YWTVPSESBLE TOTYICNVAN
230 240 280 S8
KPSNTRVDKK VERKSCDKTH TORPCRPAREL LOGPSVFLFP
270 280 280 306
PRPKUTLMIE RTPEVTOWY DVSHEDPEVE FNWYVDGVEY
310 320 30 340
HNAKTRPFREE QYNETYRVVE VLTVLHQDWL NOKEYKCORYS
350 260 JI70 380 K3ie
NERALFAPIEK TIGKAKGUPR EPQVYTLPPE REEMTHKRNQVS LTCLVYKGFYR
4080 410 420 430
SDIAVEWESN GOPENNYKTT FPVLDRDGEF FLYSKLTVIK
40 A50 460
SRWOQGNVES CEVMHEALHN HYTOKSLELE PGK
LA b2 R R P B AL B 16- 133X B2 T-SEQ ID NO: 2. B 2312 Fr 71 i) 2 B 46-50

XTRFSEQ 1D NO:41. LA % BERR P 51 (147 B 65-8 14T B T-SEQ 1D NO:42, PA 2 HE i 771
AL B 114-122%F B-TSEQ 1D NO:43,

[0079]

PLF S R%F B T-SEQ 1D NO: 31 e RFE LR 7 1) «
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w0 20 RiY 4 5Q
MNLLLILTRV ARAVADNVMT QTPLELPYSL GDQASISCRE RUGBLVNSNGN
&0 0 80 80 100
TRLOWYLOKP GREPKLLIYK VELRFSGVYPD RFIGRGRGTH FTLKISRVEA
[0080] 110 120 130 148 150
EDLGLYFOSQ STHYRPTFGG CTRLERRTY AARSVFIFPR BREQLKSGTA
160 170 180 180
SVVOLLNNFY PREARVOWRY DNALGBONSQ ESVTEQDEKD
200 210 220 230

ETYSLESTLT LEKADYEKHK VYACEVTHQU LESPYTKEFN RGEC
[0081] DL & FEER T HHIA7 B 16-128%F M FSEQ 1D NO:4.{Fi%H, SEQ 1D NO: 447 &
128 KSR R (ArgBRR) FRIE ] 4 WS o L L& FE 1 17 B 1 A7 B 39-54 % % FSEQ 1D NO:
44, VL EE I HI AL B T0-76%F R -T-SEQ 1D NO:45, PL G I 175 1 Ar B 109-117 %}
% T-SEQ ID NO:46.
[0082]  PAF B RAFRF-SEQ 1D NO: 12 DNASF 31«
[0083]  ATGGACCCCAAGGGCAGCCTGAGCTGGAGAATCCTGCTGTTCCTGAGCCTGGCCTTCGAGCTGAGCTAC
GGCCAGGTGCAGCTGCTGCAGCCAGGTGCCGAGCTCGTGAAACCTGGOGCCTCTGTGAAGCTGGCCTGCAAGGCTTC
CGGCTACCTGTTCACCACCTACTGGATGCACTGGCTGAAGCAGAGGCCAGGCCAGGGCCTGGAATGGATCGGCGAGA
TCTCCOCCACCAACGGCAGAGCCTACTACAACGCCCGGTTCAAGTCOGAGGCCACCCTGACCGTGGACAAGTCCTCC
AACACCOGCCTACATGCAGCTGTCCTCCCTGACCTCTGAGGCCTCOGCOGTGTACTACTGCGCCAGAGCTTACGGCAA
CTACGAGTTCGCCTACTGGGGCCAGGGCACCCTCGTGACAGTGTCTGTGGCTAAGACCACCCCTCCCTCCGTGTACC
CTCTGGCTCCTGGCTGTGGCGACACCACCGGATCCTCTGTGACCCTGGGCTGCCTCGTGAAGGGCTACTTCCCTGAG
TCCGTGACCGTGACCTGGAACTCCGGCTCCCTGTCCTCCTCCGTGCACACCTTTCCAGCCCTGCTGCAGTCOGGCCT
GTACACCATGTCCTCCAGCGTGACAGTGCCCTCCTCCACCTGGCCTTCCCAGACCGTGACATGCTCTGTGGCCCACC
CTGCCTCTTCCACCACCGTGGACAAGAAGCTGGAACCCTCCGGCCCCATCTCCACCATCAACCCTTGCCCTCCCTGE
AAAGAATGCCACAAGTGCCCTGCCCCCAACCTGGAAGGCGGCCCTTCOGTGTTCATCTTCCCACCCAACATCAAGGA
CGTGCTGATGATCTCCCTGACCCCCAAAGTGACCTGCGTGGTGGTGGACGTGTCCGAGGACGACCCTGACGTGCAGA
TCAGTTGGTTCGTGAACAACGTGGAAGTGCACACCGCCCAGACCCAGACACACAGAGAGGACTACAACAGCACCATC
AGAGTGGTGTCTACCCTGCCCATCCAGCACCAGGACTGGATGTCOGGCAAAGAAT TCAAGTGCAAAGTGAACAACAA
GGACCTGCCCAGCCCCATCGAGCGGACCATCTCCAAGATCAAGGGCCTCGTGCGGGCTCCCCAGGTGTACATTCTGC
CTCCACCAGCCGAGCAGCTGTCCCGGAAGGATGTGTCTCTGACATGTCTGGTCGTGGGCTTCAACCCCGGCGACATC
TCCGTGGAATGGACCTCCAACGGCCACACCGAGGAAAACTACAAGGACACCGCCCCTGTGCTGGACTCCGACGGCTC
CTACTTCATCTACTCCAAGCTGAACATGAAGACCTCCAAGTGGGAAAAGACCGACTCCTTCTCCTGCAACGTGCGGC
ACGAGGGCCTGAAGAACTACTACCTGAAGAAAACCATCTCCCGGTCCCCCGGCTAG
[0084]  DLF I RXFRTSEQ ID NO: 13fDNASFZ1
[0085]  ATGGACCCCAAGGGCAGCCTGAGCTGGAGAATCCTGCTGTTCCTGAGCCTGGCCTTCGAGCTGAGCTAC
GGCCAGGTGCAGCTGCTGCAGCCAGGTGCCGAGCTCGTGAAACCTGGCOGCCTCTGTGAAGCTGGCCTGCAAGGCTTC
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CGGCTACCTGTTCACCACCTACTGGATGCACTGGCTGAAGCAGAGGCCAGGCCAGGGCCTGGAATGGATCGGCGAGA
TCTCCCCCACCAACGGCAGAGCCTACTACAACGCCCGGTTCAAGTCCGAGGCCACCCTGACCGTGGACAAGTCCTCC
AACACCGCCTACATGCAGCTGTCCTCCCTGACCTCTGAGGCCTCOGCCGTGTACTACTGCGCCAGAGCTTACGGCAA
CTACGAGTTCGCCTACTGGGGCCAGGGCACCCTCGTGACAGTGTCTGTGGCTAGCACCAAGGGCCCCAGCGTGTTCC
CTCTGGCCCCCAGCAGCAAGAGCACCAGCGGCGGAACCGCCGCCCTGGGCTGCCTGGTGAAGGACTACTTCCCCGAG
CCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGAGTGCACACCTTCCCTGCCGTGCTGCAGAGCAGCGG
CCTGTACTCCCTGAGCAGCGTGGTGACCGTGCCCAGCAGCAGCCTGGGCACCCAGACCTACATCTGCAACGTGAACC
ACAAGCCCTCCAACACCAAGGTGGACAAGAAGGTGGAGCCTAAGAGCTGCGACAAGACCCACACCTGCCCTCCCTGC
CCCGCOCCCGAGCTGCTGGGCGGACCCAGCGTGTTCCTGTTCCCTCCCAAGCCCAAGGACACCCTGATGATCAGCCG
CACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGAGCCACGAGGACCCCGAGGTGAAGTTCAACTGGTACGTGGACG
GCGTGGAGGTGCACAACGCCAAGACCAAGCCTCGGGAGGAGCAGTACAACTCCACCTACCGCGTGGTGAGCGTGCTG
ACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGG TGAGCAACAAGGCCCTGCCOGCTCCCAT
CGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCCCGGGAGCCTCAGGTGTACACCCTGCCCCCCAGCCGCGACGAGC
TGACCAAGAACCAGGTGAGCCTGACCTGCCTGGTGAAGGGCT TCTACCCCTCCGACATCGCCGTGGAGTGGGAGAGC
AACGGCCAGCCTGAGAACAACTACAAGACCACCCCTCCCGTGCTGGACAGCGACGGCAGCTTCTTCCTG TACAGCAA
GCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTGTTCAGCTGCAGCGTGATGCACGAGGCCCTGCACAACC
ACTACACCCAGAAGAGCCTGAGCCTGAGCCCCGGATAG

[0086]  PAF s R*FMF-SEQ 1D NO: L4fDNASFF1 :

[0087]  ATGGAGACCGACACCCTGCTGCTCTGGGTGCTGCTGCTCTGGGTGCCCGGCTCCACCCGAGACGTCGTG
ATGACCCAGACCCCTCTGTCCCTGCCTGTGTCTCTGGGCGACCAGGCCTCCATCTCCTGCCGGTCTAGACAGTCCCT
CGTGAACTCCAACGGCAACACCTTCCTGCAGTGGTATCTGCAGAAGCCCGGCCAGTCOCCCAAGCTGCTGATCTACA
AGGTGTCCCTGCGGTTCTCCGGCGTGCCCGACAGATTTTCCGGCTCTGGCTCTGGCACCGACTTCACCCTGAAGATC
TCCCGGGTGGAAGCCGAGGACCTGGGCCTGTACTTCTGCAGCCAGTCCACCCACGTGCCCCCTACATTTGGCGGAGG
CACCAAGCTGGAAATCAAACGGGCAGATGCTGCACCAACTGTATCCATCTTCCCACCATCCAGTGAGCAGTTAACAT
CTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCTACCCCAAAGACATCAATGTCAAGTGGAAGATTGATGGC
AGTGAACGACAAAATGGCGTCCTGAACAGTTGGACTGATCAGGACAGCAAAGACAGCACCTACAGCATGAGCAGCAC
CCTCACGTTGACCAAGGACGAGTATGAACGACATAACAGCTATACCTGTGAGGCCACTCACAAGACATCAACTTCAC
CCATTGTCAAGAGCTTCAACAGGAATGAGTGTTGA

[0088]  PAF s RAFMF-SEQ ID NO: I5[DNAFF A«

[0089]  ATGGAGACCGACACCCTGCTGCTCTGGGTGCTGCTGCTCTGGGTGCCCGGCTCCACCCGAGACGTCGTG
ATGACCCAGACCCCTCTGTCCCTGCCTGTGTCTCTGGGCGACCAGGCCTCCATCTCCTGCCGGTCTAGACAGTCCCT
CGTGAACTCCAACGGCAACACCTTCCTGCAGTGGTATCTGCAGAAGCCCGGCCAGTCOCCCAAGCTGCTGATCTACA
AGGTGTCCCTGCGGTTCTCCGGOGTGCCCGACAGATTTTCCGGCTCTGGCTCTGGCACCGACTTCACCCTGAAGATC
TCCCGGGTGGAAGCCGAGGACCTGGGCCTGTACTTCTGCAGCCAGTCCACCCACGTGCCCOCTACATTTGGCGGAGG
CACCAAGCTGGAAATCAAGCGGACCGTGGCCGCCCCCAGCGTGTTCATCTTCCCTCCCAGCGACGAGCAGCTGAAGT
CTGGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCCCGOGAGGCCAAGGTGCAGTGGAAGGTGGACAAC
GCCCTGCAGAGCGGCAACAGCCAGGAGAGCGTGACCGAGCAGGACTCCAAGGACAGCACCTACAGCCTGAGCAGCAC
CCTGACCCTGAGCAAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGACTGTCTAGCC
COGTGACCAAGAGCTTCAACCGGGGOGAGTGCTAA
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[0090]  DLF B R4 RFSEQ ID NO: 16f) 8 7 R LB 1 -

[0091]
MDPKGSLSWRILLFLSLAFELSYGQVQLLQPGAELVKPGASVKLACKASGYLFTTYWMHWLKQRPGQGLEWIGET SP
TNGRAYYNARFKSEATLTVDKSSNTAYMQLSSLTSEASAVYYCARAYGNYEFAYWGQGTLVTVSVAKTTPPSVYPLA
PGCGDTTGSSVTLGCLVKGYFPESVTVTWNSGSLSSSVHTFPALLQSGLYTMSSSVTVPSSTWPSQTVTCSVAHPAS
STTVDKKLEPSGPISTINPCPPCKECHKCPAPNLEGGPSVE TFPPNIKDVLMISLTPKVTCYVVDVSEDDPDVQI SW
FVNNVEVHTAQTQTHREDYNSTIRVVSTLPTQHQDWMSGKEFKCKVNNKDLPSPTERT ISKIKGLVRAPQVY ILPPP
AEQLSRKDVSLTCLVVGENPGDTSVEWTSNGHTEENYKDTAPVLDSDGSYF I YSKLNMKTSKWEKTDSFSCNVRHEG
LKNYYLKKTISRSPG*

[0092] DL B ER 7 B 19 1 2347 [ TR 2 IR ik Ak T AT 328 b 22 S R R A B DA U 1R
FEBN I 124457 () % 28 PR B A2 P AT e M A o TR 2 PR VR AR B B o LA B2 BRI e DIV i L 25142
X RFSEQ 1D NO:20.SEQ ID NO: 20 ] fLi% A8 & 7E 47 B 123 K11 2440 T BUAL . SEQ 1D NO:
20 A AT 0 5 A 0 R I SR IR VR H 2 G I — A S /M s PR R 2

[0093]  DLR R4 RFSEQ ID NO: 17H) 87 REE IR 71 -

[0094]
MDPKGSLSWRILLFLSLAFELSYGQVQLLQPGAELVKPGASVKLACKASGYLFTTYWMHWLKQRPGQGLEWIGET SP
TNGRAYYNARFKSEATLTVDKSSNTAYMQLSSLTSEASAVYYCARAYGNYEFAYWGQGTLVTVSVASTKGPSVEPLA
PSSKSTSGGTAALGCLVKDYFPEPYTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY TCNVNHKP
SNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVELEPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKENWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTTSKAKGQPREPQVY TLPPSRDELTK
NQVSLTCLVKGEYPSDTAVEWESNGQPENNYK TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY T
QKSLSLSPG*

[0095] DL S R4S RT-SEQ ID NO: 18 B 7 BRE FE W 771 -

[0096]
METDTLLLWVLLLWVPGSTGDVVMTQTPLSLPVSLGDQASTSCRSRQSLYNSNGNTFLQWYLQKPGQSPKLLIYKVS
LRFSGVPDRFSGSGSGTDFTLK I SRVEAEDLGLYFCSQSTHVPPTEGGGTKLE IKRADAAPTVSTFPPSSEQLTSGG
ASVVCFLNNFYPKDINVKWK IDGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKTSTSPIV
KSFNRNEC*

[0097] DL LR 7 HIR AL B 211325 % F-SEQ 1D NO: 21,

[0098] LA T @ nxfMT-SEQ ID NO: 19 8 T REE IR T 7] «

[0099]
METDTLLLWVLLLWVPGSTGDVVMTQTPLSLPVSLGDQASTSCRSRQSLYNSNGNTFLQWYLQKPGQSPKLLIYKVS
LRFSGVPDRFSGSGSGTDFTLK I SRVEAEDLGLYFCSQSTHVPPTFGGGTKLE IKRTVAAPSYF IFPPSDEQLKSGT
ASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVT
KSFNRGEC*

[0100]  DAREIRAFRT-SEQ 1D NO: 2208 B 7 RE R L R 17 71 -
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10 2@ 36 4G &4
ASTHGPBVFP LAPUBRETSE STAALGCLVE DYFPEPVTVS WNESGALTSGY
&0 0 8a Q0 O
HTFPAVLQEE GLYSLESVWWT VPEENFGTOT YTONVEHKPS NTKVIRTVER
11 120 136 140 150
KCOVECGPROPR APPVAGPRVE LEPPRPROTL MISRTPEVTC WWYOVSHEDR
0101] ?8§ 17e 184G 180
EVQFNWYVDGE VEVHNAKTRP REEQFNETFR WEVLTVWWHQ
208 218 230 230 240
DWLNOREYRE RYSNEGLPAR IEKTISKTKS QFREPQVYTL PPESREEMTEN
280 260 270 280 80
QVSLTCLVRG FYPSDISVEW ESNGOPENNY KTTPRMLEBD GEFFLYSKLY
300 310 20

VOKSRWOGGN VESUEVMHEA LHNHYTORSL SLEPGK
[0102] %} F-SEQ ID NO: 23 87 BHE LR FE 51 & SYTMGVS o
[0103]  %fR;T-SEQ ID NO: 24 8 B L 18 7 71 42 TISSGGGSTYYPDSVKG .
[0104]  XFRT-SEQ 1D NO: 250 B REE IR 7 71 & QGGWLPPFAX , JLHR X AT DL AT AT R AR
FEAERV AR .
[0105]  %fR;T-SEQ ID NO: 26 8 555 JL 18 7 71 /& RASKSVSTSSRGY SYMH.
[0106]  %fF-SEQ ID NO: 27 87 BHE JE R FE 51 /& LVSNLES
[0107]  %FR.TF-SEQ ID NO: 28] #i 7 BF 2 HL R 7 51 S QHIRELTRS.
[0108]  %f i T-SEQ ID NO: 290 B 5 REE L /7 71 = MDPKGSLSWRILLFLSLAFELSYGQVQLVQ
SGAEVKKPGASVKVSCKASGYLFTTYWMHWVRQAPGQGLEWMGE I SPTNGRAY YNQKFQGRVTMTVDKSTNTVYME
LSSLRSEDTAVYYCARAYGNYFAYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHT CPPCPPELL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPTEKT I SKAKGQPREPQVYTLPPSRDELKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG
[0109]  %fR;T-SEQ ID NO: 30 DNAJF 3 J& ATGGACCCCAAGGGCAGCCTGAGCTGGAGAATCCTGCTGT
TCCTGAGCCTGGCCTTCGAGCTGAGCTACGGCCAGGTGCAGCTGGTGCAGTCTGGCGCCCAAGTGAAGAAACCTGG
CGCCTCOGTGAGGTGTCCTGCAAGGCTTCCGGCTACCTGTTCACCACCTACTGGATGCACTGGGTGCGACAGGCCC
CTGGACAGGGCCTGGAATGGATGGGCGAGATCTCCCCTACCAACGGCAGAGCCTACTACAACAGAAATTCCAGGGC
AGAGTGACCATGACCGTGGACAAGTCCACCAACACCGTGTACATGGAACTGTCCTCCCTGCGGAGCGAGGACACCG
COGTGTACTACTGCGCTAGAGCCTACGGCAACTACGATTCGCCTACTGGGGCCAGGGCACCCTCGTGACAGTGTCC
TCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCCCCCAGCAGCAAGAGCACCAGCGGCGGAACCGCCGOCC
TGGGCTGCCTGGGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGAGTG
CACACCTTCCCTGCCGTGCTGCAGAGCAGCGGCCTGTACTCCCTGAGCAGCGTGGTGACCGTGCCAGCAGCAGCCT
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GGGCACCCAGACCTACATCTGCAACGTGAACCACAAGCCCTCCAACACCAAGGTGGACAAGAAGGTGGAGCCTAAG
AGCTGCGACAAGACCCACACCTGCCCTCCCTGCCCCGCCCCGAGCTGCTGGGCCGACCCAGCGTGTTCCTGTTCCC
TCCCAAGCCCAAGGACACCCTGATGATCAGCCGCACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGAGCCACGAG
GACCCCGAGGTGAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCACAACGCCAAGACCAAGCCTCGGGAGGAGCA
GTACAACTCCACCTACCGCGTGGTGAGCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAGGAGTACAAGT
GCAAGGTGAGCAACAAGGCCCTGCCCGCTCCCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCCCGGGAGCC
TCAGGTGTACACCCTGCCCCCCAGCCGCGACGAGCTGACAAGAACCAGGTGAGCCTGACCTGCCTGGTGAAGGGCT
TCTACCCCTCCGACATCGCCGTGGAGTGGGAGAGCAACGGCCAGCCTGAGAACAACTACAAGACCACCCCTCCCGT
GCTGGACAGCGACGCAGCTTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTGT
TCAGCTGCAGCGTGATGCACGAGGCCCTGCACAACCACTACACCCAGAAGAGCCTGAGCCTGAGCCCGGATAGTAA .
[0110]  %fRT-SEQ ID NO: 3115 R4 3L 1% 7 71 /= MDPKGSLSWR I LLFLSLAFELSYGQVQLVQS
GAEVKKPGASVKVSCKASGYLFTTYWMHWVRQAPGQGLEWMGE I SPTNGRAYYNAKFQGRVTMTVDKSTNTAYMEL
SSLRSEDTAVYYCARAYGNYFAYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVSHN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSRDELKNQVSLTCLVKGFYPSDTAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQAGNVFSCSVMHEALHNHY TQKSLSLSPG

[0111] %R TSEQ ID NO:32[{IDNAJF: 71| /& ATGGACCCCAAGGGCAGCCTGAGCTGGAGAATCCTGCTG
TTCCTGAGCCTGGCCTTCGAGCTGAGCTACGGCCAGGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAAGAAACCTG
GCGCCTCCGTGAGGTGTCCTGCAAGGCTTCCGGCTACCTGTTCACCACCTACTGGATGCACTGGGTGCGACAGGCC
CCTGGACAGGGCCTGGAATGGATGGGCGAGATCTCCCCTACCAACGGCAGAGCCTACTACAACCAAAATTCCAGGG
CAGAGTGACCATGACCGTGGACAAGTCCACCAACACCGCTTACATGGAACTGTCCTCCCTGCGGAGCGAGGACACC
GCCGTGTACTACTGCGCTAGAGCCTACGGCAACTACGATTCGCCTACTGGGGCCAGGGCACCCTCGTGACAGTGTC
CTCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCCCCCAGCAGCAAGAGCACCAGCGGCGGAACCGCCGCC
CTGGGCTGCCTGGGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGAGT
GCACACCTTCCCTGCCGTGCTGCAGAGCAGCGGCCTGTACTCCCTGAGCAGCGTGGTGACCGTGCCAGCAGCAGCC
TGGGCACCCAGACCTACATCTGCAACGTGAACCACAAGCCCTCCAACACCAAGGTGGACAAGAAGGTGGAGCCTAA
GAGCTGCGACAAGACCCACACCTGCCCTCCCTGCCCOGCCCCGAGCTGCTGGGCGGACCCAGCGTGTTCCTGTTCC
CTCCCAAGCCCAAGGACACCCTGATGATCAGCCGCACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGAGCCACGA
GGACCCCGAGGTGAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCACAACGCCAAGACCAAGCCTCGGGAGGAGC
AGTACAACTCCACCTACCGCGTGGTGAGCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAGGAGTACAAG
TGCAAGGTGAGCAACAAGGCCCTGCCCGCTCCCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCCCGGGAGC
CTCAGGTGTACACCCTGCCCCCCAGCCGCGACGAGCTGACAAGAACCAGGTGAGCCTGACCTGCCTGGTGAAGGGC
TTCTACCCCTCCGACATCGCCGTGGAGTGGGAGAGCAACGGCCAGCCTGAGAACAACTACAAGACCACCCCTCCCG
TGCTGGACAGCGACGCAGCTTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTG
TTCAGCTGCAGCGTGATGCACGAGGCCCTGCACAACCACTACACCCAGAAGAGCCTGAGCCTGAGCCCGGATAGT
AA,

[0112]  X}RIT-SEQ ID NO: 33 B =R LR 7 71 /2 MDPKGSLSWRILLFLSLAFELSYGQVQLVQS
GAEVKKPGASVKVSCKASGYLETTYWMHWVRQAPGQGLEWMGE I SPTNGRAYYNAKFQGRVTMTVDKSINTAYMEL
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SRLRSDDTAVYYCARAYGNYFAYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVSHN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY I CNVNHKPSNTKVDKKVEPKSCDK THTCPPCPPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSRDELKNQVSLTCLVKGFYPSDTAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQAGNVFSCSVMHEALHNHY TQKSLSLSPG

[0113] %R TSEQ ID NO:34[{IDNAJF ¥1| & ATGGACCCCAAGGGCAGCCTGAGCTGGAGAATCCTGCTG
TTCCTGAGCCTGGCCTTCGAGCTGAGCTACGGCCAGGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAAGAAACCTG
GCGCCTCCGTGAGGTGTCCTGCAAGGCTTCCGGCTACCTGTTCACCACCTACTGGATGCACTGGGTGCGACAGGCC
CCTGGACAGGGCCTGGAATGGATGGGCGAGATCTCCCCTACCAACGGCAGAGCCTACTACAACCAAAATTCCAGGG
CAGAGTGACCATGACCGTGGACAAGTCCATCAACACCGCTTACATGGAACTGTCCAGACTGCGGAGCGATGACACC
GCCGTGTACTACTGCGCTAGAGCCTACGGCAACTACGATTCGCCTACTGGGGCCAGGGCACCCTCGTGACAGTGTC
CTCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCCCCCAGCAGCAAGAGCACCAGCGGCGGAACCGCCGCC
CTGGGCTGCCTGGGAAGGACTACTTCCCCGAGCCCGTGACCGTGTCCTGGAACAGCGGCGCTCTGACCAGCGGAGT
GCACACCTTCCCTGCCGTGCTGCAGAGCAGCGGCCTGTACTCCCTGAGCAGCGTGGTGACCGTGCCAGCAGCAGCC
TGGGCACCCAGACCTACATCTGCAACGTGAACCACAAGCCCTCCAACACCAAGGTGGACAAGAAGGTGGAGCCTAA
GAGCTGCGACAAGACCCACACCTGCCCTCCCTGCCCCGCCCCGAGCTGCTGGGCGGACCCAGCGTGTTCCTGTTCC
CTCCCAAGCCCAAGGACACCCTGATGATCAGCCGCACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGAGCCACGA
GGACCCCGAGGTGAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCACAACGCCAAGACCAAGCCTCGGGAGGAGC
AGTACAACTCCACCTACCGCGTGGTGAGCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAGGAGTACAAG
TGCAAGGTGAGCAACAAGGCCCTGCCCGCTCCCATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCCCGGGAGC
CTCAGGTGTACACCCTGCCCCCCAGCCGCGACGAGCTGACAAGAACCAGGTGAGCCTGACCTGCCTGGTGAAGGGC
TTCTACCCCTCCGACATCGCCGTGGAGTGGGAGAGCAACGGCCAGCCTGAGAACAACTACAAGACCACCCCTCCCG
TGCTGGACAGCGACGCAGCTTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTG
TTCAGCTGCAGCGTGATGCACGAGGCCCTGCACAACCACTACACCCAGAAGAGCCTGAGCCTGAGCCCGGATAGT
AA,

[0114]  XFRZT-SEQ ID NO: 35 B R IR /7 5 & METDTLLLWVLLLWVPGSTGDVVMTQSPLS
LPVTLGQPASTSCRSSQSLYNSNGNTFLQWYQQRPGQSPRLLIYKVSLRFSGVPDRFSGSGSGTDFTLKISRVEAE
DVGVYYCSQSTHVPPTFGGGTYEIKRTVAAPSVFTFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0115] X RT-SEQ ID NO:36[KIDNAJF: 71| & ATGGAGACCGACACCCTGCTGCTCTGGGTGCTGCTGCTC
TGGGTGCCCGGCTCCACCGGAGACGTCGTGATGACCCAGTCCCCTCTGTCCCTGCCTGTGACCCTGGGACAGCCTG
CCTCCATCTCCTCAGATCCTCCCAGTCCCTCGTGAACTCCAACGGCAACACCTTCCTGCAGTGGTATCAGCAGCGG
CCTGGCCAGAGCCCCAGACTGCTGATCTACAAGGTGTCCCTGCGGTTCTCCGGCGTGCCCGACGATTTTCCGGCTC
TGGCTCTGGCACCGACTTCACCCTGAAGATCTCCCGGGTGGAAGCCGAGGACGTGGGCGTGTACTACTGCTCCCAG
AGCACCCACGTGCCCCCTACATTTGGCGGAGGCACCAAGTGGAAATCAAGCGGACCGTGGCCGCCCCCAGCGTGTT
CATCTTCCCTCCCAGCGACGAGCAGCTGAAGTCTGGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCC
CGCGAGGCCAAGGGCAGTGGAAGGTGGACAACGCCCTGCAGAGCGGCAACAGCCAGGAGAGCGTGACCGAGCAGGA
CTCCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCCTGAGCAAGGCCGACTACGAGAAGACAAGGTGTACG
CCTGCGAGGTGACCCACCAGGGACTGTCTAGCCCOGTGACCAAGAGCTTCAACCGGGGCGAGTGCTAA o
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[0116]  %fRT-SEQ ID NO: 37 e R LR T 5 EMETDTLLLWVLLLWVPGSTGDVVMTQSPLS
LPVTLGQPASTSCRSRQSLYNSNGNTFLQWYQQRPGQSPRLLI YKVSLRFSGVPDRFSGSGSGTDFTLK ISRVEAE
DVGVYYCSQSTHVPPTFGGGTVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0117]  XJR.T-SEQ ID NO:38[KIDNAJT F1):2 ATGGAGACCGACACCCTGCTGCTCTGGGTGCTGCTGCTCT
GGGTGCCCGGCTCCACCGGAGACGTCGTGATGACCCAGTCCCCTCTGTCCCTGCCTGTGACCCTGGGACAGCCTGC
CTCCATCTCCTCAGATCCAGGCAGTCCCTCGTGAACTCCAACGGCAACACCT TCCTGCAGTGGTATCAGCAGCGGC
CTGGCCAGAGCCCCAGACTGCTGATCTACAAGGTGTCCCTGCGGTTCTCCGGCGTGCCCGACGATTTTCCGGCTCT
GGCTCTGGCACCGACTTCACCCTGAAGATCTCCCGGGTGGAAGCCGAGGACGTGGGCGTGTACTACTGCTCCCAGA
GCACCCACGTGCCCCCTACATTTGGCGGAGGCACCAAGTGGAAATCAAGCGGACCGTGGCCGCCCCCAGCGTGTTC
ATCTTCCCTCCCAGCGACGAGCAGCTGAAGTCTGGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCCC
GCGAGGCCAAGGGCAGTGGAAGGTGGACAACGCCCTGCAGAGCGGCAACAGCCAGGAGAGCGTGACCGAGCAGGAC
TCCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCCTGAGCAAGGCCGACTACGAGAAGACAAGGTGTACGC
CTGCGAGGTGACCCACCAGGGACTGTCTAGCCCCGTGACCAAGAGCTTCAACCGGGGCGAGTGCTAA .

[0118]  %f®T-SEQ ID NO: 39 Bp 5 R LR 7 51 EMETDTLLLWVLLLWVPGSTGDVVMTQSPLS
SPYTLGQPASTSCRSSQSLVNSNGNTFLQWYHQRPGQPPRLLI YKVSLRFSGVPDRFSGSGAGKDFTLK I SRVEAE
DVGVYYCSQSTHVPPTFGQGTLEIKRTVAAPSVF I FPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0119] X} RT-SEQ ID NO:40[KIDNAJF 71| & ATGGAGACCGACACCCTGCTGCTCTGGGTGCTGCTGCTC
TGGGTGCCCGGCTCCACCGGAGACGTCGTGATGACCCAGTCCCCTCTGTCCAGTCCTGTGACCCTGGGACAGCCTG
CCTCCATCTCCTCAGATCCTCCCAGTCCCTCGTGAACTCCAACGGCAACACCTTCCTGCAGTGGTATCACCAGCGG
CCTGGCCAGCCTCCCAGACTGCTGATCTACAAGGTGTCCCTGCGGTTCTCCGGCGTGCCCGACGATTTTCCGGCTC
TGGCGCTGGCAAGGACTTCACCCTGAAGATCTCCCGGGTGGAAGCCGAGGACGTGGGCGTGTACTACTGCTCCCAG
AGCACCCACGTGCCCCCTACATTTGGCCAGGGCACCAACTGGAAATCAAGCGGACCGTGGCCGCCCCCAGCGTGTT
CATCTTCCCTCCCAGCGACGAGCAGCTGAAGTCTGGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCC
CGCGAGGCCAAGGGCAGTGGAAGGTGGACAACGCCCTGCAGAGCGGCAACAGCCAGGAGAGCGTGACCGAGCAGGA
CTCCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCCTGAGCAAGGCCGACTACGAGAAGACAAGGTGTACG
CCTGCGAGGTGACCCACCAGGGACTGTCTAGCCCOGTGACCAAGAGCTTCAACCGGGGCGAGTGCTAA o

[0120]  XfRZT-SEQ ID NO:47H) BRI 7 51 EMGWTLVFLFLLSVTAGVHSQVQLLQPGAEL
VKPGASVKLACKASGYLETTYWMHWLKQRPGQGLEWIGETSPTNGRAYYNARFKSEATLTVDKSSNTAYMQLSSLT
SEASAVYYCARSFGNYEFAYWQGTLVTVSVASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGAL
TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPAPELLGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVLTCLVKGEYPSDIAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK .

[0121]  XfRZT-SEQ ID NO: 48RRI FR 7 71 EMGWTLVFLFLLSVTAGVHSEVQLLESGAEA
KKPGASVKLSCKASGYLETTYWMHWVHQAPGQRLEWMGE I SPTNGRAYYNARFKSRVT I TVDKSASTAYMELSSLR
SEDTAVYYCARSFGNYEFAYWQGTLVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGAL
TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPAPELLGPSY
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FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVLTCLVKGFYPSDTAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK .

[0122]  %fRET-SEQ ID NO: 49/ B 57 RS LR 5 51 EMGWTLVELFLLSVTAGVHSQVQLVQSGAEV
KKPGASVKVSCKASGYLETTYWMHWVRQAPGQRLEWIGETSPTNGRAYYNARFKSRVTITRDTSASTAYMELSSLR
SEDTAVYYCARSFGNYEFAYWQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGAL
TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPAPELLGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVLTCLVKGFYPSDTAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK .

[0123]  %fRET-SEQ ID NO:50 B 5 RS LR /7 51 EMGWTLVELFLLSVTAGVHSQVQLVQSGAEV
KKPGSSVKVSCKASGYLETTYWMHWVRQAPGQGLEWMGE I SPTNGRAYYNARFKSRVT I TADKSTSTAYMELSSLR
SEDTAVYYCARSFGNYEFAYWQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGAL
TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPAPELLGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVLTCLVKGFYPSDTAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK .

[0124]  XJR.T-SEQ ID NO:51[H B 57 RFE L% 15 51 /= MGWTLVFLFLLSVTAGVHSQVQLVQSGAEV
KKPGASVKVSCEASGYLETTYWMHWVRQAPGQGLEWMGE I SPTNGRAYYNARFKSRVTITRDTSINTAYMELSRLR
SDDTAVYYCARSFGNYEFAYWQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGAL
TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPAPELLGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAK TKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVLTCLVKGFYPSDIAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK .

[0125]  %fR;T-SEQ ID NO: 520 B 5 RS IR T 51 & QVQLLQPGAELVKPGASVKLACKASGYLET
TYWMHWLKQRPGQGLEWIGE I SPTNGRAYYNARFKSEATL TVDKSSNTAYMQLSSLTSEASAVYYCARSFGNYEFA
YWGQGTLVTVSV,

[0126]  XFRZT-SEQ ID NO:53[ B B IR 7 51 72 EVALLESGAEAKKPGASVKLSCKASGYLFT
TYWMHWVHQAPGQRLEWMGE I SPTNGRAYYNARFKSRVTI TVDKSASTAYMELSSLRSEDTAVYYCARSFGNYEFA
YWGQGTLVTVSS.

[0127]  XJRT-SEQ ID NO:54 [ B BE 2 B R /7 71) =& QVQLVQSGAEVKKPGASVKVSCKASGYLFT
TYWMHWVRQAPGQRLEWIGE ISPTNGRAYYNARFKSRVTI TRDTSASTAYMELSSLRSEDTAVYYCARSFGNYEFA
YWGQGTLVTVSS.

[0128]  XJMT-SEQ ID NO:55[ H 7 E 2 B R /7 71) =& QVQLVQSGAEVKKPGSSVKVSCKASGYLFT
TYWMHWVRQAPGQGLEWMGE I SPTNGRAYYNARFKSRVTI TADKSTSTAYMELSSLRSEDTAVYYCARSFGNYEFA
YWGQGTLVTVSS.

[0129]  XFRZT-SEQ ID NO:56[ B B IR [T 5152 QVQLVQSGAEVKKPGASVKVSCEASGYLET
TYWMHWVRQAPGQGLEWMGE ISPTNGRAYYNARFKSRVTI TRDTSINTAYMELSRLRSDDTAVYYCARSFGNYEFA
YWGQGTLVTVSS.
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[0130] %[ RZT-SEQ ID NO:57H B FREE HEER JF 51 /EMVSSAQFLGLLLLCFQGTRCDVYMTQTPLS
LPVSLGDQASTSCRSRQSLYNSNGNTFLQWYLQKPGQSPKLLI YKVSLRFSGVPDRFSGSGSGTDFTLK ISRVEAE
DLGLYFCSQSTHVPPTFGGGTKLE TKRTVAAPSVFE IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0131]  X%[RZT-SEQ ID NO:58H B 7 REE LR T F1] JEMVSSAQFLGLLLLCFQGTRCD IVMTQTPLS
LPVTLGQPASTSCRSRQSLVNSNGNTFLQWLQQRPGQPPRLLI YKVSLRFSGVPDRFSGSGAGTDFTLT ISRVEAE
DVGIYFCSQSTHVPPTFGQGTKVE TKRTVAAPSVFE IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0132] %[ RZT-SEQ ID NO:59M B - REE HEER T F1) EMVSSAQFLGLLLLCFQGTRCD IVMTQTPLS
LSVTPGQPAST SCRSRQSLYNSNGNTFLQWYLQKPGQSPQLLI YKVSLRFSGVPDRFSGSGSGTDFTLK I SRVEPE
DVGVYYCSQSTHVPPTFGGGTKVEVKRTVAAPSVE IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0133] %[ RZT-SEQ ID NO:60[ B R HEER T F1] EMVSSAQFLGLLLLCFQGTRCDVYMTQSPLS
LPVTLGQPASTSCRSRQSLVNSNGNTFLQWFQQRPGQSPRRLI YKVSLRFSGVPDRFSGSGSDTDFTLRISRVEAE
DVGLYYCSQSTHVPPTFGQGTKLE IKRTVAAPSVE IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0134] %} RZT-SEQ ID NO:6 1 B RBEE HEER T 51 EMVSSAQFLGLLLLCFQGTRCD IVMTQTPLS
LSVTPGQPASTSCRSRQSLVNSNGNTFLQWLLQKPGQPPQLLI YKVSLRFSGVPNRFSGSGSGTDFTLK I SRVEAE
DVGLYYCSQSTHVPPTFGGGTKVE IKRTVAAPSVE IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0135] X R.T-SEQ ID NO:62[H B 57 RFZ FL % 13 51 /& DVVMTQTPLSLPVSLGDQAST SCRSRQSLV
NSNGNTFLQWYLQKPGQSPKLLIYKVSLRFSGVPDRFSGSGSGTDFTLK I SRVEAEDLGLYFCSQSTHVPPTFGGG
TKLEIK.

[0136] X RT-SEQ ID NO:63[H B 57 RFZ FL % 13 51 /& DIVMTQTPLSLPVTLGQPAST SCRSRQSLV
NSNGNTFLQWLQQRPGQPPRLLIYKVSLRFSGVPDRFSGSGAGTDFTLTISRVEAEDVG I YFCSQSTHVPPTFGQG
TKVEIK.

[0137]  XfRZT-SEQ ID NO:64[) BT REE IR 7 71 /& DIVMTQTPLSLSVTPGQPAST SCRSRQSLV
NSNGNTFLQWYLQKPGQSPQLLIYKVSLRFSGVPDRFSGSGSGTDFTLK I SRVEPEDVGVYYCSQSTHVPPTFGGG
TKVEVK,

[0138]  XfRZT-SEQ ID NO:65 B REZ IR 7 71 /& DVVMTQSPLSLPVTLGQPASTSCRSRQSLV
NSNGNTFLQWFQQRPGQSPRRLIYKVSLRFSGVPDRFSGSGSDTDFTLRISRVEAEDVGLY YCSQSTHVPPTFGQG
TKLEIK.

[0139]  XfRZT-SEQ ID NO:66) BT R IR 7 71 /& DIVMTQTPLSLSVTPGQPASTSCRSRQSLV
NSNGNTFLQWLLQKPGQPPQLLIYKVSLRFSGVPNRFSGSGSGTDFTLK I SRVEAEDVGLY YCSQSTHVPPTFGGG
TKVEIK.

[0140] St f3i]

(01411 S8 1 - JUKE AL L& F= W B AA i it FH (9 44 o8 101 9 o I SE2 e 461 2% FH BT AGE e A4 ] 41 i
FE 4 2 0 AT AGEAS M 1) 25 1 3R 1) S » B SR AR 70 v 2 R A A i 2 S 2 4, (H AT
AN A A B R TS AN B AR AR
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[0142] SNy [ e B HURALZ WP AR IR F 38 Bl 44 B E P 38 5 bk P 5 e B T
ZAECDL (ICR) /NBR, (B /R s230 %) , B A — IR =8 GE 1R VESRMELSR) R G2
10 J& T b 7 3 IR A A AL BT ok 5 R L B 2 1 2R A R B R U R P A 1 T T T
INERTUREALZE = A, Pir ik 52 R R 2 BRMAD (B2 F£ 318003) 7] MMR&D Systems, Inc.
(Minneapolis,MN; B 55MAB3247) 3815 . AL HE L /K % R S5 T XS BB+ .

[0143]  BFR A “Gid” B/ INBR 2 8 JEWS , AR PR N “E 087 1 /INBR 2 88 S (£2°KR) w8« At T
FUERMELBIA R FAF R Lo B 7L AT AR Zh A4

23/33 51

[0144] R 1. w5 A F ShH4H

HHeaRT
E2H A E

[0145] gﬂ% o MEARF 5 ____
5 | AR | R | (ng/gm/BID/E]) | SRR | M

1 e a 4 0 20 -

2 ok 2k 0 20 20

3 Ak i 2.5 20 20

[0146] 4 * i 0 20 Pre

5 Ak e 5.0 20 20

[0147]  —-=RIEH, Pre =fEAL IR FF UG 1l 22 SRAELAWCEE NI I 20 23 Zh i 46

[0148]  #id SEI —qPCRYE BT 4110 AR 4140 52 2P 16™** mRNA GEEZ AN B bR EA) o 45
FBAEL 2T R AEFTIR RS, A ACt=XF B4 (2) A CtFI5{H -S256 20 (1BL3EL5) A Ct F3
B fEHRIL =22,

[0149]  F2.7EE I 4H L sE EIP16™° mRNA
R CRAT L 4 | 2R | | A2 ATPRZE 3 | 4B 2 x[HhAE 5
T 5.59) 2 41| M2 | A3 | A2 | 45
[0150] FHACL| 579 7.4 579 | 6.09 | 5.79 | 7.39
AACt -1.35 -0.30 -1.60
1&3 kR 2.55 1.23 3.03
[0151]1 DL BRI, GRS LIS /INER CoFREZH 1) AHEL , RACFR A Z 8 /N CoFiRZH 2)

FRiLZ2. 5505 HIp16™™ " mRNA, 0T R o 2408 AE YK A 5585 K 45 A 22 SRR S5 241 R Ab FE
(K12 08 /N B 5 7 B 22 KR T 45 RN 22 SR BT 56 L 4L R AL 3 1) 4l /0 B LR 3t , g2 1) 73X
P it o 200k ) 50 240 R AL FE (1) 2 8 /N BRI 45 SR ok B SR 85 R & SRR SR 34 AL FR I & 1%
NG HEAT EL BRI, L B p 1615 mRNAZE 55 241 h L AE S 32 rh v 1. 2365 o IR, 24 2 . Sug/
3 /BID/ ISR AL BRSNS, 161 mRNAZR B AR o

[0152] Mok [ 55241 (0 FE) ARACIE I Z WS /R HI 45 R 55k E 5522 K 2 IRFERI 55540 (Bu
g/ 7) REFR IR WS /N BEAT EL AR, 82 B p 16 mRNAZE S 241 (ht HR) Lk A2 55541 (ug/
ve) FE3. 0365 BhEL ECR B, L5 . Oug/ 5a /BID/ JE AL B BB 5 Al B W , ‘B AT R A BRI
p16M™4% mRNAZEIE K-, AT $R At 5 44 A b F (1 /N B, (B 5 14E) A4 p16™™4 mRNAZE A
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AT o S5 75 B585 45 AU e %2 S P 2534 (2. B/ 50) AN, 5400 /N R 7 AL B
20 L K 2 ST

[0153] S Lk W1 A 47 e T S 56 AU 4T

(01541 33U T MERAIVLIG 57 5 . DA 088 55 4 PR JUL PR R 3 I 25 S48 23
i S5 ST, 15 R RUHTEL L S AT A B B L 1 15765 . Oug /em/BID, JEIR 7

=,
[0155] 23 4k ita FI AT HERZ LT &1 5
e FHEM AL X M Leg k&
il B st E ez
1 F3544 0.3291 1.1037
SD 0.0412 0.1473
N 20 20
2 F 18 0.3304 0.7671
SD 0.0371 0.1246
[0156] N 20 20
3 3544 0.3410 0.7706
SD 0.0439 0.0971
N 19 19
5 ki 0.4074 0.9480
SD 0.0508 0.2049
N 9 9

[0157]  ix sl AL 0, Jifi F 5 40 MU I AGE 45 & (R Ji ik S8R ik p 16" GEZ W A Wkn &
V) (R 40 s /b B AR R B 8D 3 2 AN i B S BUE AR /N I NLIA & 3 0« ix e 2 L 3%
BH UL PR Joa = 1 i 2 LR gk 2D 1 L 2R g £iF ) P I8 et e FH 5 40 BRI AGE 45 & I P Sk v 9T o
25 IR, it BT A4 mT e I B 2 S S AR BT A ORI TR R S

[0158] st {42 « MK AT A4 5 K0 ) Fish 735

[0159]  fgi FINa ,Na—X¥ (B2 B 3%) -L-# 2 = L8 &8 (Sigma—Aldrich,St.Louis,MO) 1
20 LY AGEARS U (1) £ 11 PR A 28 A2 xof it 461 1 o A5 FH %0 Il B Ak 1) S A g fsh 73 24T
W o AT FH B 51 SAL I ES 45 FrCM5 (GE Healthcare,Pittsburgh,PA) ZEBIACORE™ T200 (GE
Healthcare,Pittsburgh,PA) F#HATIoAmiC A AR 44, o Felik e A2 [, 3 HFc2
A SR (& H150,000Da) [ 58 o 1847 G2 M2 25 CIl JE R R HBS-EPZZ i (10mM
HEPES, 150mM NaCl,3mM EDTAFI0.05%P-20,pH 7.4) . & f /&BIACORE™ T2003 P4 # A4, ik
2.0 EA M NS % Fe2- VRN G IMTRIESD) , FEREIEA £ langmuir 1:1455
AL
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[0160] 4. SR MB35 43 W () SE 56 i B

oo

yiles b S e Fcl #= Fe2

Ak (u/miny | 30

SAntiE(s) | 300

fE B e IE(s) | 300

R R E (M) | 20 -5~ 1.25 (x2) - 0.3125-0.078 - 0
[0162] 72 AH AT 1) (19 A2 B 1A 7= o BT 73 B i 7 LA R B < ka (1/Ms) =1.857 x
10*;ka (1/s) =6.781 x 107:Kp (M) =3.651 x 107%; Ruax RU) =19.52; 3 H.Chi?=0.114.
FHUE A Chi M /N T Ruaxf®) 10 % , BT LA FTIR LA 2 FTSE (K .

[0163] st 3: B ATAGE 1gG2bPuik Ak & HTAGE 1gG1 Ay M A=Ak

[0164]  HiI4 T BUFIR A A JUAGES A o B HTAGE AR TgG2b H B I DNAF FIZESEQ 1D NO: 12
R o B A ATTAGETTAR TeGL B HEIKDNAF FIAESEQ 1D NO: 13rH 7R H o BR HTAGEHU ik 42 B
[IDNAFFZIAESEQ ID NO: 149175 H o ik & AFTAGEH LA K B2 BEIDNA P F1I/ESEQ 1D NO: 15H17R
o B R T TR R 7 51 34 v B B s SRk FLEN M B R X BT IR R B 3T T R T
Pl AEBEAT i o 2 1T 3 SE R BI A EAR IEAT I B A

[0165]  fEEE YL il — R AFHEK 29 340 B PP AE BRI, {3 FH 0 I35 1 4 252 1l o0 1 e [ 35 5%
F K P DNAE AR AL AR 7 I 5% 3L 3]0 . 037 & FF-HEK 2934 Jf v o 7. 20/NIF 5, 0k 4 i B
PAFRASAEIE FIAI0E 4 M 50, JE ISR 7 (Octet QKe,ForteBio) o 78 BEAMBRM 5 YL 7 4 iE
AT BT S A SRR o AE SRS R WS TR, M2 25 B S SRR i 1) 40 B 5 FE A7 9 A
W

[0166]  WCHR B AR A DUAGEHUAR IR S5 A1 35 77 01k L 18 50 o0 AT Ik 8 AR N 2% e ™= A i 4T
VS G I VAR B AR _E3S AT I PR pHSE (B EE B o 7625 23 T HEAT A8 0 . 2umfi i ok
At g o AEAL AN PE 5, MR HEOD28OMI DL RBUTH A B B Fuik B AR5 R e B SR 4y
a3 ) S

[0167] K57/ & M55

[0161]

Eaf | RE #RA2(mL) DHRAEE B
(mg/mL) (mg)

o1eg] | A AL | 0.08 1.00 3 0.24

-AGE

#% A4 | 0.23 1.00 3 0.69

-AGE
[01691 1 il LabChip® GX11, (PerkinElmer) i#id 404 f Ik T — ke JL AR R 44 (CE-SDS)
A HTRVEAG PR 2L .

[0170]  sEjiafsl4: B CiEAS) AR S HTACETUR R 45 &

[0171] it B 45 AELISAXS SEHE 13 th A BT B CEA) AR A BIAGETUA I &5 A 14T T
WF A oA FHH0 PR B L 3 R (ML) 34k (R&D Systems,MAB3247) {E Ay B . B CML S5 KLHZR &
(CML-KLH) , - CMLANCML-KLH 2 i 2 4% BIELTSARR = o 8 FHHRP - 1 2 H0 /N B e SR il
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SRR, GEAS) HUAGEHUAE o 18 FHHRP- L1 2470 A\ Fe Sk MR £ HiAGE AR

[0172]  fEpH 6.5 xR £ % MR 5 P 5 B 22 Lug /mL o 96 FL sl & ¥ S ELTSAAR HH
100uL/FLEI A BESL S IR T , AT HAEAC TR B & FH1x PBS.2.5%BSAE IR , H-AE =i
TAESE R E FICE 1-2/86 . Fl1x PBS.1%BSALA50wg /mL{%I A 45 3 ¥4 2275 Bk il & 40
PR G B HUR AL 15, 0008 B o 45 100l BT R BEUIE N 28 T AL o B AR AE TR 3R 357 4%
FAZETREO.5- 1/ kiR F1x PBSBER 3R  AF100ul/FLFBETHRPZE A1) 11 2
PUAFCE —Huds i in = AL R AR IR 25 L0 & L/ o SR a1 AR F 1x PBSBEVR 3K
(] BEASFLH I 100RL HRPJECY TMBLAfH AR i 5 o 7£:3-5 43 8fid J , i A LOORLEK IN HC1
2 1 RONE A FHCML L 4 34T 88 — B3 45 B ELTSA AT R AR {132 ERODA50 40 I IR ' 5
[0173]  CMLAHCML-KLH ELTSARJODA50MK B S5 4k 20 78 LA R AR B Ao th o A8 LR A 19
96N FLH 148 AR B H 1 2 A FLR AR AR R AL

[0174]  CMLANCML-KLH ELISAIHR & :

fupiwd) 3 3 2
50 S48% 1 oas2
187 02121 DORY
ERSTIIE 053
188 s083 | 0nes
[0175] 2862 A MR
R Q075 oaes CLONG |
D07 | oOmS | LO8S QO |
4 5081 0088 Q1
B TR&D SAR & RAD

" CML-KLH &4k CML @44
[0176] DA SR B H7s AL CML ELTSARODA50M 1 7 JiR d 25 4t o 5 FH LA H 5996 L H
240 MR E I A LR R AR AL
[0177]  {YCML ELISARIARIE -
wemy 1 2 3 3 5
1666667 | 1113
S955556 1 05481 0188 {1356
LRBIASY L 0I8%i nove 0248
[0178] G817e 1 028 G031 018y
DROSFEL L D8 OOSEl o4
0058387 1 Q073 o088 won

fs1d
)

......................................

g O3 0057 | $08
AGE

N

[0179] % BRIk S HUACEFUAK 557 5 OML FICML-KLHPE & 10 45 4 o B CEAS) FLAGEH UK S5 7
5 CMLELCML-KLHF AE 5 951 45 & £ T 45 6 - K B B EELTSAI B IESL 1 %) B ATk & PJUAGE
SOMLI S5 & T SE P iont R R 5 5 o
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[0180]  SEJifafdl5: NJsfvduis

(01811 il AR A CINBR) P IR e £ 7 5 AHEZL BB & 1 24 2R 58 71
AT A VFATUAR o J T2 HE B8 o (1) AR e 51 (] — 14 DG B A 1 7 B S8 4L 93 S 1K CDR A
Ye 7 B UL S TR 2 BN AT S AT AE K %65 8 S AR HESE I T 90 PiAS [R) 1) S A A
NZABHERR T T =2 NUEA R EE A = 26 AL B 55 . B HE R 2 L R /7 I /ESEQ 1D NO:
29311339 7~ , e 414 B SEQ 1D NO: 303281345 Fi /< [ DNA /- 71 b o B2 S 1) B I PR
FFFIAESEQ D NO:35.37FI39rF /R Y, B A1 143 B HHSEQ TID NO: 36. 38 K140 Fr7R R DNAF 3]
P b o 8 T HRL A RO v E LR AN NV A7 ZEAT R Gt 44r, UL B B Al Re IR BE 5L 45
EITH o B AR i 2 NI IR v A2 ) & f KA » [RINOR B8 S G B s ek o 2
NIRRT G D AL AR A e 4 N TR

[0182] X =Sk EBEM =20 R BEHAT T A LLBE e AT AR Gao , S H. SN,
“Monoclonal antibody humanness score and its applications” ,BMC Biotechnology,
13:55 (20134E7 H5H) T B9 J7 2ok vk SRHUR N AT 70 o AVEAR 03O8 A REBUAR AT A2
X FE BN AE A o T 8, 798 = 43 7 s B R A X T4 4k, 86 B |13 0k
NERERAE DL TR /Rt =4 AR REE oS AR CNR) EREASEAR (MR BEE

PN

[0183] &6 HUE AT

[0184]

GRS N1 (HEZE+CDR)
AR (UML) HEE 63.60
FHHE1 (SEQ 1D NO:29) 82.20
FHHE2 (SEQ 1D NO:31) 80.76
FHHE3 (SEQ 1D NO:33) 81.10
A U 77.87
#%%1 (SEQ 1D NO:35) 86.74
#8%2 (SEQ 1D NO:37) 86.04
#2853 (SEQ IN NO:39) 83.57

[0185]  JEid# Jo s AT AR X PP BRI R T A K iAd IR 6 I PP B EAT DAL LA P T 7E
FLAND AN FRIE o SR JE A 3K L m] AR X7 ) v B B 2 5 A AP e 25 M SR as s s v s 0T
HEE, [ 161,

[0186] i b 75 AN 775 ML ¥ 4% 0 {38 A 2 B 0 16 7 1) 35 57 e T B R R e 11 s
JL B 2 TFHEK29 341 M rh SR AT N VRAL BUAR I /S A 7 48 FMabSe lect SuRefz 1A 77
3 (GE Heal thcare) 4tk 26115 72 F 1 sE B HTAE

[0187]  MEASEQ ID NO:29.31 13391 Fram i) & SR 7 21 1) = s EHEE AT H A SEQ 1D NO:
35, 3739 s B AL 7 FIIK — 40 R B R AL & 7= A T LR NI i o i il £ T
LB IR A B AR DU o DL R TR R H BT oA R e 41145 19 11 39 22

[0188] &7 HiikHE

[0189]

EIIRLS T (mg/1)
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Ra A 23.00
SEQ ID NO:29+SEQ ID NO:35 24.67
SEQ ID NO:29+SEQ ID NO:37 41.67
SEQ ID NO:29+SEQ ID NO:39 29.67
SEQ ID NO:31+SEQ ID NO:35 26.00
SEQ ID NO:31+SEQ ID NO:37 27.33
SEQ ID NO:31+SEQ ID NO:39 35.33
SEQ ID NO:33+SEQ ID NO:35 44.00
SEQ ID NO:33+SEQ ID NO:37 30.33
SEQ ID NO:33+SEQ ID NO:39 37.33

[0190] 44, W] 308 3k 70 M 1k 45 Sy EL T SAB L T 41 i ) 25 4 0 5 SR p-A5 Bk A U5 Ak 47
(NEEE T

[0191]  sZjifafsle (PR PE) « RICHEAE MmN ANG T 56 78 PRI e

[0192] R A BN SLIE 40 M) SR 44K (Creative BioArray,Shirley ,NY) EJE A EF T PR
(AFIB) T4H i ANBAH e & Bl prkdescid (SCID) ZNER , #7512 7] M Jackson Laboratories
(Farmington,CT) ZRIFHINSG/N R H o AZEL A F ik PR 93 5 A0 B SR 7K R0 REEH. , I H BZH ik v
S R /N 5 Sug K BITRE IR I 3UAGE B 7 B A P AT — Pl

[0193]  7F 32 Bl ZH 0 J5 80K , 165 K 13 AZEL FIBZE 1) /1N B HEAT PO A 25 A2 22946 2 o i
AL KB /N BB A EL AL B /N B 2 DI B R

(01941 S 516 - 42 A 5t L 1R o4 v P U AR 1 Tl FH %) 44 9 T 0

[0195]  HF5¢ T #& FF S A R R P A of Il eg A6 K L B A 9k 0 R R K0 2 o A P R L e
o8 A5 2R A /N B R BEAT AR OB AC  AE I AL R LR, MEVEBALB/ ¢ /MR (BALB/cAnNCr 1,
Charles River) s&11JE#s .

[0196]  J&AT L FL AR IR 402 (ATCC CRL-2539) 7E & 4 10 % A 21 M35  2mMA ik fie « 251
g/mLIE KEEZE V1008847 /mLEEH ARG NaMl100ng/mLER FRHER ZXAURPMI 164035 5 3L 15 3%
Yo R 4R BB E R AE 37 °C .5 % CO2 1195 % == S A VR 10 & 48 P I R Bs 3= B b .

[0197] SR Je K $55 37 (1) LR RE AN MR N /N SRR A o ZE 0 B0 A KR () IR AT L 4 e, - AE A
ANHRBAT x 105 A/ mLFC) 3 B B 0 B v T B R b 2 v 2R /K (PBS) Hh il IE#51 x 10°
ATIZHAR (0. ImL g7 B2 N AN RIS 30 A M b >k 3 20 e o 78 e (R AR FR e
80~ 120mm° (] [ A7 7 FRl et (5 900 Jfrg o 4 i o B 5 JORE A4S B « ol A4 = (g 58 ) 2 (e
FAE) /2 o A8 FIABS Lmm?® F) JirR A R EL A I mg 1) 2 B SR DL R B AEAE N R 13K (R 2
NIFR LR BN I (=153 /41) , Hrp AN g AR B 108 % 1 26mm’ () 1 )
), 3 LS 2 R A A5 A 11 2mm® o PY AN b B 76 DL R R8s i

[0198] K8 4b3E4]

[0199]

AR ) HE (ug/g)
10 e IR 622 ph £h 7K (PBS) N/A

AR = G Y ER L TN S RN 5

SEIFIE A PP R R B v PR A 10
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A W 5% y N/A
[0200]  {ifi FHAURR R M6 2 2 B2 v B B AR A E ¥R JT 77 o AR&D Systems Minneapolis,MN)
IRAF250mg R FF A S B SRR B  AEBE A (PBS) H BLTANO . Smg/mL il £ B L 5 A 2
By B BRI 5 2575 W, LA A 10mL/ kg 25 AR AR 43 i $ Ak 10 flbng /g 3 1 71 & o 1 4
IEAEAC N B hEAT
[0201] [ 7 W 90 9 A8 ) /DN BRUE FH — N AU I 88 LR A0, BT A7 Ak 3 35 5 K 0 4k & ik Y
(i.v.) i HFFE21 R AET A EE 19K, X T H T R KB Ak i A B ik P 25 25 1) IR L 5
Y, K H kN 4 2 CRIEIE N (L. p.) 4525 5 20 R FR 20 5048 EE0 . 200mL (10mL/kg) , F 4%
bl 451 8 5 2 A R AME S AR
[0202]  Brif i SRR 423K oA HI R R PR IR & 8 o 76 S L R 6 R R EARE L 2R
J B JE PR IR LB 58 IR I 52 0 1k o 38 M2/ INBR B AR ART B4 F o T 452 I B PR s SOMAE
HIF 9 34 1) 4 384 B 4525 /N T 20 % FIASEEIE 10 % RO AL FRAHOCAE TS A8 Al Sk B AR A B e —
R GE23R) KBIR#HE 1RIT AL
[0203] i 3ok b A5t 4 1 - 310 T A2 PR A4 A (MTV) fe i S 70 3 B S 0 A 1 o A 400 1) s A
(¥ 88 77 o a0 b By i ok 0 = ek e A4 AR o il AR KA T 43 B (96 TG D) s XA REZH (2H1) (1)
MTV 5 254 b B2 2 FEMTV 2 8 (1) 22 57, 3R A BRZLFEMTV ) 1 4 b o ATAR A DA N A =05 %
TGT: % TGI = (1-MTVissm/MT V) x 100 B 3735 H ZEMIF 55 HUAGE ST AR X I A K L L R 78 T3 0
I o AT S 0 PR AR PN T S ek R R O — AR I AR AR R 1

[0204] e st b At 2H 13050 i T e >k 1 5 PR R R O S R oA 10 i e e S RE (1) B 7 o 41
B bl (B0 %) # 5 SOR T HEZE Y B B L 1K ST 2B S 29 M ab R A ) B R KL ST 2
B2 TR 22 5, o Nk B A 1K) 56 4% 1k 1 S 350 B0 7 40 BL o AT AR AR A Aokt S
il %6 < J1 % = (1995 Kl -3 0150/ 995 kel P35 0H 2D x 100,

[0205] i ik b 52 41— 311 s R JHE A JUL 1 R R o e R R st 2 I B A 401 9 o 11
71 A E BB E100g4K FE . K 478 HAETF 7 SUAGE BT 0 g A6 1 BE 8 78 Ao
TR S0 (1) A4 AR S el R v /) SR VA — A L 1]

[0206] s J ok 7RI 5 17 00 5% 281 F 1 32 10 R 1) R A 2 RN JEE SRV YR 7 Th AR ¥R 97 7T 5
BN R 3023 TR (PR) B SE 4 THIR (CR) o 7EPRME R AR, 7EAIF 78 1ok 2 HA 7] 3% 482 = 2
S 10 JR A2 AR FL R LRAR AR 50 %6 BCRE /I, FF HOWTHaX =R & A (1) — IR B R UL,
PIARFI ST BOK T 13 5mm’ o ZECRIA R b, 78 7F 72 1 i 48 1) 342 482 = 0 0 = 1) P A4 /N T
13. 5mm’,
[0207] X} TWindows 6.07f HPrism (GraphPad) #ATGuit 74 o {f H 2 - H5F JE UKL 36 58
R AL BE 2 3P 38 IR AR AR (ITV) Z 1) (9 22 SR Ge it 73BT o 183l ANOVA-Dunne t t VPt 4
FE AL LL e o B I ANOVALL BV — AL I ZH 4 T & o A5 10 25 PR /KPP = 0. 05 R 3T XUB G il 43
BT o &5 R FONG T2 A B OSUNE TS G 2 U .
[0208]  HFFTII 25 RAELL T RO IR «
[0209]  %K9.4%
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1 | MTV | %TGI | #F | 4p4l% |PR|CR | BEILE S | e/
(mn’) sk a — b 8 | E—fty
[0210] | (mg) (mg)
1 [1800 |N/A | 704 |N/A |0 |0 |3534/19.68 |2799.4/292.98
2 11568 | 13% 1603 |14% 10 |0 |330421.62 |2388.9/179.75
3 11688 | 6% 490 |30% |0 |0 |398.6/2491 |2191.6/214.90

[0211]  Pirf7 b PR T S48 & Al 52 32 1K, 3 A1 5 AL BRAH R B AR 1 o ME— I Zh ) PR 1 22 HH
TR B AR AL FEAH L T 4 F5ug/g (4H2) Al10ug/ghbFRAH (4H3) , % TGT#a T W& M
(P>0.05, 2 -EHrJE) X Toug/gAbFR A, I %6 & T 2 2Z P (P>0.05,ANOVA-Dunnett) o %
F10ung/gAb B, 1 % H AT G it-27 8 & P (P<0.01,ANOVA-Dunnett) o3& T 4bFE 41 55 %} g
Hz A AR L) 28 B R I LR, R P AR R Ui e T o B ge nia T 21 (P
>0.05,ANOVA) . 45 SRR BH , Jits AU FF AL 2 I8 B0 vl FE B RR W i DI # #5 ©

[0212]  SK )7 - e % PEREIE R 2B (s TE)
[0213]  F5A LI 1Y) B R I L VAR L 65 P o R o A PR ot 7L e 8 6 A 380 b 1 9

L 45 o PR Bk = AR SRAS LB s A Sk B e 8 F KR 2 &5 e 0 — A s A e & o A
AT 9 IEARIT AT HTAGE DA FINT B (1 13 7] G U R Y I VAR e R 4L 2386 2 ) 4 i AGEZ
A 14 76 20 L ) A7 o 12 7 DX AR ) S8 IV PP A7 AE AR R AGE A 1 P o A U LA B MR S 45 v A7
FERAS PEFLI AL P T 4R I A 2 1 GO A R e AE A 2 0) 0 R 0 38— e
(M1 ler <8 AR SR EE LA 57,541, 1507 PIrfiiid) UESE T g 4R A7-4E

[0214]  ZZ& TRk

[0215] 1.International Application Pub.No.WO 2009/143411 to Gruber (26
Nov.2009) .

[0216] 2.U.S.Patent No.5,702,704 to Bucala (issued December 30,1997) .

[0217]  3.U.S.Patent No.6,380,165 to Al-Abed et al. (issued April 30,2002) .
[0218] 4.U.S.Patent No.6,387,373 to Wright et al. (issued May 14,2002) .

[0219] 5.U.S.Patent No.4,217,344 to Vanlerberghe et al. (issued August 12,
1980) .

[0220] 6.U.S.Patent No.4,917,951 to Wallach (issued April 17,1990) .

[0221]  7.U.S.Patent No.4,911,928 to Wallach (issued March 27,1990) .

[0222] 8.U.S.Patent Application Publication Pub.No.US 2010/226932 to Smith

et al. (September 9,2010) .
[0223]
by Advanced Glycation End Products During Aging in the Circulation,”
Biochemical and Biophysical Research Communications,Vol.258,123-27 (1999) .
[0224] 10.Lindsey JB,et al., “Receptor For Advanced Glycation End-Products
(RAGE) and soluble RAGE (sRAGE) :Cardiovascular Implications, Diabetes Vascular
Disease Research,Vol.6(1),7-14, (2009) .

[0225]
vascular disease and diabetes mellitus.I.The AGE concept,” Cardiovasc Res,
Vol.37 (3) ,586-600 (1998) .

9.Ando K,et al., “Membrane Proteins of Human Erythrocytes Are Modified

11.Bierhaus A, “AGEs and their interaction with AGE-receptors in
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[0226] 12 .Meuter A.,et al.“Markers of cellular senescence are elevated in
murine blastocysts cultured in vitro:molecular consequences of culture in
atmospheric oxygen ] Assist Reprod Genet.2014 Aug 10.[Epub ahead of print].
[0227] 13.Baker,D.J.et al., “Clearance of pl6lnkda-positive senescent cells
delays ageing—associated disorders” ,Nature,vol.479,pp.232-236, (2011) .

[0228] 14.Jana Hadrabova,et al.“Chicken immunoglobulins for prophylaxis:
Effect of inhaled antibodies on inflammatory parameters in rat airways’
Journal of Applied Biomedicine (in press;Available online 5 May 2014) .

[0229] 15.Vlassara,H.et al., “High-affinity-receptor-mediated Uptake and
Degradation of Glucose-modified Proteins:A Potential Mechanism for the
Removal of Senescent Macromolecules” ,Proc.Natl.Acad.Sci.USA,Vol.82,5588,5591
(1985) .

[0230] 16.Roll,P.et al., “Anti—-CD20 Therapy in Patients with Rheumatoid
Arthritis” ,Arthritis&Rheumatism,Vol.58,No.6,1566-1575 (2008) .

[0231] 17.Kajstura,J.et al., “Myocite Turnover in the Aging Human Heart”,
Circ.Res.,Vol.107(11),1374-86, (2010) .

[0232] 18.de Groot,K.et al., “Vascular Endothelial Damage and Repair in
Antineutrophil Cytoplasmic Antibody—-Associated Vasculitis” ,Arthritis and
Rheumatism,Vol.56 (11) ,3847,3847 (2007) .

[0233] 19.Manesso,E.et al., “Dynamics ofB-Cell Turnover:Evidence forB-Cell
Turnover and Regeneration from Sources ofB-Cells other thanB-cell Replication
in the HIP Rat”,Am.J.Physiol.Endocrinol.Metab.,Vol.297,E323,E324 (2009) .

[0234] 20.Kirstein,M.et al., “Receptor—specific Induction of Insulin—like
Growth Factor I in Human Monocytes by Advanced Glycosylation End Product-
modified Proteins”,J.Clin.Invest.,Vo1.90,439,439-440 (1992) .

[0235] 21 .Murphy,J.F.,“Trends in cancer immunotherapy’ ,Clinical Medical
Insights:0Oncology,Vol.14 (4) ,67-80 (2010) .

[0236] 22.Virella,G.et al., “Autoimmune Response to Advanced Glycosylation
End-Products of Human LDL”,Journal of Lipid Research,Vol.44,487-493 (2003) .
[0237] 23.Ameli,S.et al., “Effect of Immunization With Homologous LDL and
Oxidized LDL on Early Atherosclerosis in Hypercholesterolemic Rabbits”,
Arteriosclerosis,Thrombosis,and Vascular Biology,Vol.16,1074 (1996) .

[0238] 24.“Sarcopenia’,available online at en.wikipedia.org/wiki/Sarcopenia
(November 14,2014) .

[0239] 25.“What is sarcopenia?”’,available online at www.iofbonehealth.org/
what—sarcopenia (2014) .

[0240] 26.Blahd,W., “Sarcopenia with aging” ,available online at
www.webmd.com/heal thy—aging/sarcopenia-with-aging (August 3,2014) .

[0241]  27.“Keyhole limpet hemocyanin”,available online at en.wikipedia.org/
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Trp
295

Pro

Thr

Val

Val

Val

Leu Gln Lys Pro

120
Leu Thr

Thr Trp

Arg Asp

Ala Asp
185

Pro Glu

200

His Ile

Ala Leu

Pro Lys

Gln Glu
265

Asn Met

280

Lys Gln

Met Ser

His Val

Phe Pro

Thr Leu

25
Thr Trp
40

45

Cys
Asn
Ser
170
Pro
Ser
Pro
Asn
Asp
250
Lys
Phe
Gly

Phe

Asn
330

Leu
10
Gly

Asp

Thr

Pro

155

Cys

Trp

Lys

Pro

Glu

235

Val

Tyr

Ala

Glu

Thr

315
Val

Ala

Thr

Ala
Leu
140
Ser
Gly
Asn
Ser
Gln
220
Leu
Leu
Leu
Val
Lys
300

Gln

Ser

Ser

Leu

Gly

Leu
125
Ser
Lys
Cys
His
Pro
205
Val
Val
Val
Thr
Thr
285
Phe

Lys

Val

Cys

Val

Ser
45

Glu

Gly

Gly

Tyr

Gly

190

Ile

His

Thr

Arg

Trp

270

Ser

Ser

Thr

Val

Cys

Thr
30
Leu

Asp
Leu
Lys
Ser
175
Asp
Thr
Leu
Leu
Trp
255
Glu
Met

Cys

Ile

Lys
15
Gly

Asn

Leu
Lys
Glu
160
Val
Thr
Val
Leu
Thr
240
Leu
Pro
Leu

Met

Asp
320

Asp

Tyr

Lys



CN 109071675 A

52

.l

3

9/55 i

Asn
Ser
65

Phe
Phe
His
Leu
Leu
145
Gly
Thr
Tyr
Asp
Leu
225
Ala
Pro
Ile
Gly
Ile
305
Val

Val

Val

Val
50

Ile
Thr
Ser
Ser
Cys
130
Val
Thr
Gln
Gln
Pro
210
Tyr
Thr
Val
Thr
Glu
290
Val
Tyr

Thr

Gln

Thr
Val
Cys
Ala
Ser
115

Leu

Asp

Gly
Gly
195
Arg
Val
Met
Asn
Val
275
Thr
Arg
Leu

Leu

Trp

Thr

Ser

Ser

Cys

100

Ile

Gly

Glu

Glu

180

Phe

Gly

His

Glu

Pro

260

Thr

Tyr

Ser

Phe

Thr

340

Leu

Phe
Gln
Val
85

Ala
Asn
Ser
Gln
Gly
165
Trp
Thr
Val
Lys
Gly
245
Gly
Ser
Tyr
Ile
Leu
325

Cys

Arg

Pro
Val
70

Ala
Leu
Pro
Gly
Lys
150
Asn
Val
Phe
Thr
Ala
230
Met
Pro
Thr
Cys
Ala
310
Pro

Leu

Asn

Thr
55

Thr
His
Asn
Val
Tyr
135
Ala
Val
Ser
Lys
Ser
215
Pro
Asn
Leu
Leu
Arg
295
Lys
Pro

Ile

Asp

Thr

Ala

Ala

Phe

Gly

120

Val

Thr

Thr

Gln

Asp

200

Tyr

Lys

Leu

Asn

Pro

280

Val

Ala

Glu

Gln

Ser

Phe His Glu

Ser

Glu

Ile

105

Asp

Pro

Asn

Ser

Lys

185

Glu

Leu

Ile

Thr

265

Val

Thr

Pro

Glu

Asn

345
Pro

46

Gly
Ser
90

Pro
Thr
Gly
Ile
Thr
170
Thr
Ala
Ser
Thr
Trp
250
Lys
Asn
His
Gly
Glu
330

Phe

Ile

Lys

75

Thr

Pro

His

Asp

Phe

155

His

Tyr

Arg

Pro

Cys

235

Tyr

Asp

Thr

Pro

315

Gln

Phe

Gln

Thr
60

Trp
Ala
Thr
Thr
Met
140
Pro
Ser
Thr
Lys
Pro
220
Leu
Arg
His
Asn
His
300
Arg
Gly

Pro

Thr

Tyr
Ala
Ile
Val
Thr
125
Glu
Tyr
Glu
Cys
Cys
205
Ser
Val
Glu
Phe
Asp

285

Leu

Ala

Thr

Ala

Asp

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

350
Gln

Leu
Gln
Lys
95

Leu
Gln
Ile
Ala
Asn
175
Val
Glu
Leu
Asp
Lys
255
Gly
Ile
Lys
Pro
Asp
335

Ile

Tyr

His
Arg
80

Thr
Phe
Leu
Trp
Pro
160
Ile
Thr
Ser
Asp
Leu
240
Glu
Thr
Glu
Asp
Asp
320
Arg

Ser

Thr
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Thr Thr
370

Phe Ser

385

Phe Thr

Gln Lys

<210> 9

3b5
Gly

Arg

Cys

Trp

<211> 335
<212> PRT
213> M

<400> 9
Ala Ser
1

Thr Thr

Phe Pro

Gly Val
50

Leu Ser

65

Phe Thr

Thr Val
Pro Lys
Phe Pro

130
Val Thr

145
Ile Thr

Pro Arg

Pro Ile

Thr

Ser

Glu

35

His

Ser

Cys

Pro

Cys

115

Pro

Cys

Trp

Glu

Leu

Pro

Leu

Gln

Val
420

Thr
Gly
20

Pro
Thr
Met
Asn
Lys
100
Pro
Lys
Leu
Phe
Glu

180
His

His

Glu

Val

405

Ser

Ala

Ala

Val

Phe

Val

Val

85

Thr

Val

Pro

Val

Val

165

Gln

Gln

Lys
Val
390
Val

Lys

Ser
Thr
Thr
Pro
Thr
70

Ala
Ala
Pro
Lys
Val
150
Asp

Phe

Asp

Val
375
Ser

His

Thr

Ser
Val
Val
Ser
55

Val
His
Ser
Glu
Asp
135
Asp
Asn

Asn

Trp

360

Ser

Arg

Glu

Pro

Val

Ala

Ser

40

Val

Pro

Arg

Thr

Ile

120

Thr

Leu

Thr

Ser

Leu

Gly Ser Arg

Val

Ala

Gly
425

Phe
Leu
25

Trp
Leu
Ser
Pro
Ile
105
Pro
Leu
Gly
Glu
Thr
185

Lys

47

Asp
Leu

410
Lys

Pro
10

Ala
Asn
Gln
Ser
Ser
90

Glu
Gly
Ser
Pro
Met
170

Tyr

Gly

Trp
395

Ser

Leu
Cys
Ser
Ala
Arg
75

Ser
Ser
Ala
Tle
Asp
155
His
Arg

Lys

Pro
380
Glu

Ala
Leu
Gly
Ser
60

Trp

Thr

Pro

Ser

140

Thr

Val

Glu

365
Ala

Gln

Ser

Pro
Val
Ala
45

Gly
Leu
Lys
Thr
Ser
125
Arg
Ser
Ala

Val

Phe

Phe

Lys

Arg

Ser

Leu

30

Leu

Leu

Ser

Val

110

Val

Thr

Asn

Lys

Ser

190
Lys

Phe

Asn

Ile
415

15
Gly

Thr

Asp
Asp
95

Glu
Phe
Pro
Val
Thr
175

Val

Cys

Ile
Lys

400

Leu

Gly

Tyr

Ser

Ser

Thr

80
Lys

Ile
Glu
Gln
160
Arg

Leu

Lys
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195
Val Asn Ser
210
Ala Lys Gly
225
Gln Glu Glu

Gly Phe His

Pro Glu Pro
275
Asp Gly Thr
290
Trp Gln Arg
305

His Ser His

<210> 10
211> 96
<212> PRT
213> Hlg Ly
<400> 10

Glu Val GIn
1

Ser Leu Arg

Asp Met Ser
35
Ala Ala Ile
50
Lys Gly Arg
65
Leu GIn Met

<210> 11
<211> 96
<212> PRT
<213> HRIETE
<400> 11

Lys

Gln

Leu

Pro

260
Glu

Gly

His

Leu
Leu
20

Trp
Asn

Phe

Asn

Ser

Pro

Ser

245

Pro

Asn

Phe

Asn

Thr
325

Val

Ser

Val

Ser

Thr

Ser
85

Leu
His
230
Glu
Asp
Asn
Leu
Thr

310
Gln

Glu

Cys

Arg

Gly

Ile

70

Leu

Pro
215
Glu
Asn
Ile
Tyr
Tyr
295

Tyr

Lys

Ser
Ala
Gln
Gly
55

Ser

Lys

200

Ser

Pro

Ala
Gln
280
Ser

Thr

Ser

Gly
Ala
Ala
40

Gly

Gln

Pro

Ala Met Glu

Gln
Val
Val
265
Thr
Arg

Cys

Leu

Gly
Ser
25

Pro
Ser

Asp

Glu

48

Val
Ser
250
Glu
Thr
Leu

Ser

Thr
330

Gly
10

Gly
Gly
Thr

Asn

Asp
90

Tyr
235
Val
Trp
Pro
Ser
Val

315
Gln

Leu

Phe

Arg

Tyr

Ala

75
Thr

Arg
220
Val
Thr
Glu
Pro
Val
300

Ser

Ser

Val
Thr
Glu
Tyr
60

Lys

Ala

205
Thr

Leu

Ile
Gln
285
Asp

His

Pro

Gln
Phe
Arg
45

Ala

Asn

Met

Ile

Pro

Leu

Thr

270

Leu

Glu

Gly

Pro
Ser
30

Glu
Asp

Thr

Tyr

Ser

Pro

Ile

255

Gly

Asp

Ser

Ala

Lys
335

Gly
15

Ser

Gly

Ser

Val

Tyr
95

Lys
Thr
240
Lys
Gln
Ser
His

Leu
320

Gly

Tyr

Val

Val

Tyr

80
Cys
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Glu Val Gln
1
Ser Leu Arg
Met Tyr
35

Thr Ile
50

Gly Arg

Trp

Ser

Lys
65

Leu GIn Met
<210>
Q21>
212>
213>
220>
223>
<400> 12

atggacccca

12
1434
DNA

ctgagctacg
tctgtgaagce
ctgaagcaga
agagcctact
aacaccgcct
gccagagcett
tctgtggceta
accggatcct
gtgacctgga
tceggeetgt
accgtgacat
cceteeggece
cctgeeccca
gtgctgatga
gaccctgacg
cagacacaca
caccaggact
agccccatceg

attctgecte

Leu Val GI

Leu Ser Cy

20

Trp Val Ar

Asn Ser Gl

Phe Thr 11
70
Ser Le

85

Asn

ANIF3

agggcagcect
gccaggtgea
tggccetgeaa
ggccaggeca
acaacgcccg
acatgcagct
acggcaacta
agaccacccc
ctgtgaccct
actccggcetce
acaccatgtc
gctetgtgge
ccatctccac
acctggaagg
tcteectgac
tgcagatcag
gagaggacta
ggatgtcegg
agcggaccat

caccagccga

u Ser Gly

Ala Ala

S

Gln Ala
40

Gly

g

Gly
55

Ser

y

e Arg

u Lys Pro

FIL-AGE TgG2biE B

gagctggaga
gctgetgeag
ggetteegge
gggcetggaa
gttcaagtcc
gtceteeetg
cgagttcgcece
tcecteegty
gggetgectce
cctgtectcee
ctccagegtg
ccacccetgece
catcaaccct
cggeecettee
ccccaaagtg
ttggttegtg
caacagcacc
caaagaattc
ctccaagatc

gcagctgtee

Gly Gly Leu
10

Ser Gly Phe
25
Pro Gly Lys

Ser Thr Tyr
Asn Ala

75
Asp Thr
90

Asp

Glu

atcctgetgt
ccaggtgceceg
tacctgttca
tggatcggeg
gaggccacce
acctctgagg
tactggggcce
taccctctgg
glgaaggget
tcecgtgeaca
acagtgccct
tcttccacca
tgcecteeet
gtgttcatcet
acctgegtgg
aacaacgtgg
atcagagtgg
aagtgcaaag
aagggccteg
cggaaggatg

49

Val Gln Pro

Thr Phe Ser
30

Leu Glu

45

Ala Asp

Gly

Tyr
60
Lys Asn Met

Ala Met Tyr

tcctgagect
agctcgtgaa
ccacctactg
agatctcccece
tgaccgtgga
ccteegeegt
agggcaccct
ctcetggetg
acttccctga
cctttccage
cctccacctg
ccgtggacaa
gcaaagaatg
tcccacccaa
tggtggacgt
aagtgcacac
tgtctaccct
tgaacaacaa
tgcgggetece
tgtctetgac

Gly
15

Ser

Gly
Tyr
Val

Trp

Ser Val

Tyr
80
Cys

Leu

Tyr
95

ggccttegag
acctggegcece
gatgcactgg
caccaacggc
caagtcctcee
gtactactgc
cgtgacagtg
tggcgacacce
gtccgtgacce
cctgectgeag
gcetteccag
gaagctggaa
ccacaagtgce
catcaaggac
gtccgaggac
cgecccagacce
gcccatceccag
ggacctgcecce
ccaggtgtac
atgtctggtce

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
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gtgggcttca accccggega catctecgtg

aactacaagg acaccgcccc tgtgetggac

ctgaacatga agacctccaa gtgggaaaag

gagggcctga agaactacta cctgaagaaa

<210> 13
<211> 1416
<212> DNA

213> NLR5

220>

223> WRAHI-AGE N TgG1iA

<400> 13

atggacccca
ctgagctacg
tctgtgaagce
ctgaagcaga
agagcctact
aacaccgcect
gccagagcett
tctgtggcecta
ageggegraa
gtgtcctgga
agcagcggcce
cagacctaca
gagcctaaga
ggcggacccea
acccccgagg
aactggtacg
tacaactcca
ggcaaggagt
atcagcaagg
gacgagctga
gacatcgccg
ccegtgetgg
cggtggeage
tacacccaga
<210> 14

211> 720

<212> DNA

agggcagcect
gccaggtgea
tggcectgeaa
ggccaggceca
acaacgcccg
acatgcagct
acggcaacta
gcaccaaggg
ccgecegeecet
acagcggcege
tgtactcccet
tctgcaacgt
gctgegacaa
gegtgttect
tgacctgegt
tggacggegt
cctaccgegt
acaagtgcaa
ccaagggecea
ccaagaacca
tggagtggga
acagcgacgg
agggcaacgt
agagcctgag

213> N3

gagctggaga
gctgetgeag
ggcttcegge
gggectggaa
gttcaagtcc
gtcctceetg
cgagttcgee
ccccagegtg
gggetgecetg
tctgaccage
gagcagcgtg
gaaccacaag
gacccacacc
gttccctece
ggtggtggac
ggaggtgcac
gglgagegtg
ggtgagcaac
gceeegggag
ggtlgagecty
gagcaacggce
cagcttctte
gttcagectge

cctgagcececce

gaatggacct
tcegacgget
accgactcct

accatctccce

atcctgetgt
ccaggtgccg
tacctgttca
tggatcggeg
gaggccacce
acctctgagg
tactggggcce
ttceetetgg
gtgaaggact
ggagtgcaca
gtgaccgtgce
ccctecaaca
tgcectececet
aagcccaagg
gtgagccacg
aacgccaaga
ctgaccgtgce
aaggccctge
cctcaggtgt
acctgcctgg
cagcctgaga
ctgtacagca
agcgtgatge
ggatag 1416

50

ccaacggcca
cctacttcat
tctectgeaa

ggtccceeegg

tcctgagect
agctcgtgaa
ccacctactg
agatctcccce
tgaccgtgga
ccteegeegt
agggcaccct
cccccageag
acttccceccega
cctteectge
ccagcagcag
ccaaggtgga
gceecegececee
acaccctgat
aggaccccga
ccaagcctceg
tgcaccagga
ccgeteccat
acaccctgcece
tgaagggcectt
acaactacaa
agctgaccgt

acgaggccct

caccgaggaa
ctactccaag
cgtgcggceac
ctag 1434

ggccttcecgag
acctggegcece
gatgcactgg
caccaacggc
caagtcctcce
gtactactgc
cgtgacagtg
caagagcacc
gceegtgace
cgtgctgcecag
cctgggcecacce
caagaaggtg
cgagctgcetg
gatcagccge
ggtgaagttc
ggaggagcag
ctggctgaac
cgagaagacc
ccececagecege
ctacccctee
gaccacccct
ggacaagtcc

gcacaaccac

1260
1320
1380

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
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220>

223> R¥i-

<400> 14
atggagaccg
gacgtcgtga
atctcctgee
tatctgcaga
tceggegtge
tcecegggtgg
cctacatttg
tccatcttee
ttgaacaact
caaaatggcg
agcagcaccc
gccactcaca
<210> 15
211> 720
<212> DNA
213>
220>
223>
<400> 15
atggagaccg
gacgtcgtga
atctcctgece
tatctgcaga
tceggegtge
teeegggtleg
cctacatttg
ttcatcttcce
ctgaacaact
agcggcaaca
agcagcaccce
gtgacccacc
<210> 16
211> 477
<212> PRT

AGE x43%%

acaccctget
tgacccagac
ggtctagaca
agcccggecea
ccgacagatt
aagccgagga
geggaggeac
caccatccag
tctaccccaa
tcctgaacag
tcacgttgac

agacatcaac

ANIF3

acaccctget
tgacccagac
ggtctagaca
agcccggecea
ccgacagatt
aagccgagga
gcggaggeac
ctcccagega
tctacccecceceg
gccaggagag
tgaccctgag
agggactgtc

213> N3

<220>

gctetgggty
ccectetgtee

gtccetegtg
gtccceccaag
ttceggetet
cctgggectg
caagctggaa
tgagcagtta
agacatcaat
ttggactgat
caaggacgag

ttcacccatt

WA PI-AGE A x5k

gctetggety
ccectetgtee

gtccetegtg
gtcccccaag
ttcecggetet
cctgggectg
caagctggaa
cgagcagctg
cgaggccaag
cgtgaccgag
caaggccgac

tagccceegtg

ctgetgetet
ctgeectgtgt
aactccaacg
ctgetgatcet
ggctctggea
tacttctgceca
atcaaacggg
acatctggag
gtcaagtgga
caggacagca
tatgaacgac

gtcaagagct

ctgetgetet
ctgeetgtgt
aactccaacg
ctgctgatcet
ggctetggea
tacttctgceca
atcaagcgga
aagtctggcea
glgcagtgga
caggactcca
tacgagaagc

accaagagct

51

gggtgeeegg
ctctgggcga

gcaacacctt
acaaggtgtc
ccgacttcac
gccagtccac
cagatgctgce
gtgcctcagt
agattgatgg
aagacagcac
ataacagcta

tcaacaggaa

gggtgeecegg
ctctgggcega

gcaacacctt
acaaggtgtc
ccgacttcac
gccagtccac
ccgtggecege
ccgecagegt
aggtggacaa
aggacagcac
acaaggtgta
tcaaccgggg

ctccaccgga
ccaggcctce
cctgcagtgg
cctgeggtte
cctgaagatc
ccacgtgccce
accaactgta
cgtgtgette
cagtgaacga
ctacagcatg
tacctgtgag
tgagtgttga

ctccaccgga
ccaggcctcce
cctgcagtgg
cctgeggtte
cctgaagatc
ccacgtgcecce
ccccagegtg
ggtgtgeetg
cgceectgeag
ctacagcctg
cgectgegag
cgagtgctaa

60

120
180
240
300
360
420
480
540
600
660
720

60

120
180
240
300
360
420
480
540
600
660
720
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<223> R IT-AGE TgG2biEfE
<400> 16

Met Asp Pro Lys

1

Leu

Ala

Ser

Pro

65

Arg

Asp

Glu

Phe

Thr

145

Thr

Glu

His

Ser

Ser

225

Pro

Cys

Ile

Lys

Ala

Glu

50

Gly

Ala

Ala
Ala
130
Thr
Gly
Ser
Thr
Val
210
Val
Ser
His
Phe

Val

Phe

Leu

35

Gln

Tyr

Ser

Ser

115

Tyr

Pro

Ser

Val

Phe

195

Thr

Ala

Lys

Pro
275
Thr

Glu
20

Val
Leu
Gly
Tyr
Ser
100
Ala
Trp
Pro
Ser
Thr
180
Pro
Val
His
Pro
Cys
260

Pro

Cys

Gly Ser Leu

5

Leu
Lys
Phe
Leu
Asn
85

Asn
Val
Gly
Ser
Val
165
Val
Ala
Pro
Pro
Ile
245

Pro

Asn

Val

Ser

Pro

Thr

Glu

70

Ala

Thr

Tyr

Gln

Val

150

Thr

Thr

Leu

Ser

Ala

230

Ser

Ala

Ile

Val

Tyr
Gly
Thr
55

Trp
Arg
Ala
Tyr
Gly
135
Tyr
Leu
Trp
Leu
Ser
215
Ser
Thr
Pro

Lys

Val

Ser

Gly

Ala

40

Ile

Phe

Cys
120
Thr

Pro

Gly

Asn

Gln

200

Thr

Ser

Tle

Asn

Asp

280
Asp

Gln
25

Ser
Trp
Gly
Lys
Met
105
Ala
Leu
Leu
Cys
Ser
185
Ser
Trp
Thr
Asn
Leu
265

Val

Val

52

Arg
10

Val
Val
Met
Glu
Ser
90

Gln
Arg
Val
Ala
Leu
170
Gly
Gly
Pro
Thr
Pro
250
Glu

Leu

Ser

Ile
Gln
Lys
His
Ile
75

Glu
Leu
Ala
Thr
Pro
155
Val
Ser
Leu
Ser
Val
235
Cys
Gly

Met

Glu

Leu
Leu
Leu
Trp
60

Ser
Ala
Ser
Tyr
Val
140
Gly
Lys
Leu
Tyr
Gln
220
Asp
Pro
Gly

Ile

Asp

Leu
Leu
Ala
45

Leu
Pro
Thr
Ser
Gly

125

Ser

Gly
Ser
Thr
205
Thr
Lys
Pro
Pro
Ser

285
Asp

Phe
Gln

30
Cys

Thr
Leu
Leu
110
Asn
Val
Gly
Tyr
Ser
190
Met
Val
Lys
Cys
Ser
270

Leu

Pro

Leu
15

Pro
Lys
Gln
Asn
Thr
95

Thr

Tyr

Ala

Phe
175
Ser
Ser
Thr
Leu
Lys
255
Val

Thr

Asp

Ser

Gly

Ala

Gly
80

Val
Ser
Glu
Lys
Thr
160
Pro
Val
Ser
Cys
Glu
240
Glu
Phe

Pro

Val
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Gln
305
Gln
Leu
Lys
Lys
Pro
385
Val
His
Gly

Glu

Asn
465

<210>
211>
<212>
<213>

290
Ile

Thr

Pro

Val

Ile

370

Ala

Gly

Thr

Ser

Lys

450
Tyr

<220>

<223>
<400>

17
471
PRT
NLF3

Ser

His

Tle

Asn

355

Lys

Glu

Phe

Glu

Tyr

435

Thr

Tyr

Trp
Arg
Gln
340
Asn
Gly
Gln
Asn
Glu
420
Phe

Asp

Leu

Met Asp Pro Lys

1

Leu Ala Phe Glu

20

Ala Glu Leu Val

35

Ser Gly Tyr Leu

50

Pro Gly Gln Gly

Phe Val
310

Glu Asp

325

His Gln

Lys Asp
Leu Val
Leu Ser
390
Pro Gly
405
Asn Tyr
Ile Tyr

Ser Phe

Lys Lys
470

Gly Ser
5

Leu Ser
Lys Pro

Phe Thr

Leu Glu

295

Asn

Tyr

Asp

Leu

Arg

375

Arg

Asp

Lys

Ser

Ser

455
Thr

A Hi-AGE N 1gG1 H 5%
17

Leu

Tyr

Gly

Thr

55
Trp

Asn

Asn

Trp

Pro

360
Ala

Ile

Asp

440

Cys

Ile

Ser

Gly

Ala
40
Tyr

Ile

Val
Ser
Met
345
Ser
Pro
Asp
Ser
Thr
425
Leu

Asn

Ser

Trp
Gln
25

Ser
Trp

Gly

53

Glu
Thr
330
Ser
Pro
Gln
Val
Val
410
Ala
Asn

Val

Arg

Arg
10

Val
Val

Met

Glu

Val
315
Ile
Gly
Ile
Val
Ser
395
Glu
Pro
Met

Arg

Ser
475

Tle

Gln

Lys

His

Ile

300
His

Arg

Lys

Glu

Tyr

380

Leu

Trp

Val

Lys

His

460

Pro

Leu

Leu

Leu

Trp

60
Ser

Thr
Val
Glu
Arg
365
Ile
Thr
Thr
Leu
Thr
445

Glu

Gly

Leu
Leu
Ala
45

Leu

Pro

Ala
Val
Phe
350

Thr

Leu

Ser
Asp
430

Ser

Gly

Phe
Gln
30

Cys

Lys

Thr

Gln
Ser
335
Lys
Ile
Pro
Leu
Asn
415
Ser

Lys

Leu

Leu
15

Pro
Lys

Gln

Asn

Thr
320
Thr
Cys
Ser
Pro
Val
400
Gly
Asp

Trp

Lys

Ser

Gly

Ala

Arg

Gly
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65
Arg

Asp
Glu
Phe
Thr
145
Ser
Glu
His
Ser
Cys
225
Glu
Pro
Lys
Val
Asp
305
Tyr
Asp

Leu

Arg

Ala
Lys
Ala
Ala
130
Lys
Gly
Pro
Thr
Val
210
Asn
Pro
Glu
Asp
Asp
290
Gly
Asn
Trp

Pro

Glu
370

Tyr
Ser
Ser
115

Tyr

Gly

Val
Phe
195
Val
Val
Lys
Leu
Thr
275
Val
Val
Ser
Leu
Ala

355
Pro

Tyr
Ser
100
Ala
Trp
Pro
Thr
Thr
180
Pro
Thr
Asn
Ser
Leu
260
Leu
Ser
Glu
Thr
Asn
340

Pro

Gln

Asn
85

Asn
Val
Gly
Ser
Ala
165
Val
Ala
Val
His
Cys
245
Gly
Met
His
Val
Tyr
325
Gly

Ile

Val

70
Ala

Thr

Tyr

Gln

Val

150

Ala

Ser

Val

Pro

Lys

230
Asp

Ile
Glu
His
310
Arg
Lys

Glu

Tyr

Arg
Ala
Tyr
Gly
135
Phe
Leu
Trp
Leu
Ser
215
Pro
Lys
Pro
Ser
Asp
295
Asn
Val
Glu

Lys

Thr
375

Phe

Tyr

120

Thr

Pro

Asn

Gln
200

Ser

Ser

Thr

Ser

Arg

280

Pro

Ala

Val

Tyr

Thr

360

Leu

Lys
Met
105
Ala

Leu

Leu

Ser
185
Ser
Ser
Asn
His
Val
265

Thr

Glu

Ser
Lys
345
Ile

Pro

54

Ser
90

Gln
Arg
Val
Ala
Leu
170
Gly
Ser
Leu
Thr
Thr
250
Phe
Pro
Val
Thr
Val
330
Cys

Ser

Pro

75
Glu

Leu

Ala

Thr

Pro

155

Val

Ala

Gly

Lys

235

Cys

Leu

Glu

Lys

315

Leu

Lys

Ser

Ala

Ser

Val
140
Ser
Lys
Leu
Leu
Thr
220
Val
Pro
Phe
Val
Phe
300
Pro
Thr
Val

Ala

Arg
380

Thr

Ser

125

Ser

Ser

Asp

Thr

Tyr

205

Gln

Asp

Pro

Pro

Thr

285

Asn

Arg

Val

Ser

365
Asp

Leu
Leu
110
Asn
Val
Lys
Tyr
Ser
190
Ser
Thr
Lys
Cys
Pro
270
Cys
Trp
Glu
Leu
Asn
350

Gly

Glu

Thr
95

Thr
Tyr
Ala
Ser
Phe
175
Gly
Leu
Tyr
Lys
Pro
255
Lys
Val
Tyr
Glu
His
335
Lys

Gln

Leu

80
Val

Ser

Glu

Ser

Thr

160

Pro

Val

Ser

Ile

Val

240

Ala

Pro

Val

Val

Gln

320

Gln

Ala

Pro

Thr
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Lys Asn Gln Val Ser Leu
385 390
Asp Ile Ala Val Glu Trp
405
Lys Thr Thr Pro Pro Val
420
Ser Lys Leu Thr Val Asp
435
Ser Cys Ser Val Met His
450
Ser Leu Ser Leu Ser Pro
465 470
<210> 18
211> 239
<212> PRT
213> NLF3
<220>
<223> RAI-AGE xfrif
<400> 18
Met Glu Thr Asp Thr Leu
1 5
Gly Ser Thr Gly Asp Val
20
Val Ser Leu Gly Asp Gln
35
Leu Val Asn Ser Asn Gly
50
Pro Gly Gln Ser Pro Lys
65 70
Ser Gly Val Pro Asp Arg
85
Thr Leu Lys Ile Ser Arg
100
Cys Ser Gln Ser Thr His
115
Leu Glu Ile Lys Arg Ala
130
Pro Ser Ser Glu GIn Leu
145 150

Thr

Glu

Leu

Lys

Glu

455
Gly

Leu

Val

Ala

Asn

95

Leu

Phe

Val

Val

135
Thr

Cys

Ser

Asp

Ser

440
Ala

Leu
Met
Ser
40

Thr
Leu
Ser
Glu
Pro
120

Ala

Ser

Leu
Asn
Ser
425

Arg

Leu

Trp
Thr
25

Ile
Phe
Ile
Gly
Ala
105
Pro

Ala

Gly

55

Val
Gly
410
Asp

Trp

His

Val
10

Gln
Ser
Leu
Tyr
Ser
90

Glu
Thr

Pro

Gly

Lys
395
Gln
Gly

Gln

Asn

Leu

Thr

Gln
Lys
75

Gly
Asp
Phe

Thr

Ala
155

Gly

Pro

Ser

Gln

His
460

Leu
Pro
Arg
Trp
60

Val
Ser
Leu
Gly
Val

140
Ser

Phe

Glu

Phe

Gly

445
Tyr

Leu
Leu
Ser
45

Tyr
Ser
Gly
Gly
Gly
125

Ser

Val

Tyr
Asn
Phe
430

Asn

Thr

Trp

Ser

30

Leu

Leu

Thr

Leu

110

Gly

Ile

Val

Pro
Asn
415
Leu

Val

Gln

Val

15

Leu

Gln

Gln

Arg

95

Tyr

Thr

Phe

Cys

Ser

400

Tyr

Phe

Pro

Pro

Ser

Lys

Phe

80

Phe

Phe

Lys

Pro

Phe
160



CN 109071675 A F % 3% 19/55 T

Leu Asn Asn Phe Tyr Pro Lys Asp Ile Asn Val Lys Trp Lys lle Asp
165 170 175
Gly Ser Glu Arg Gln Asn Gly Val Leu Asn Ser Trp Thr Asp Gln Asp
180 185 190
Ser Lys Asp Ser Thr Tyr Ser Met Ser Ser Thr Leu Thr Leu Thr Lys
195 200 205
Asp Glu Tyr Glu Arg His Asn Ser Tyr Thr Cys Glu Ala Thr His Lys
210 215 220
Thr Ser Thr Ser Pro Ile Val Lys Ser Phe Asn Arg Asn Glu Cys
225 230 235
<210> 19
211> 239
<212> PRT
213> NLF3
<220>
<223> MR A IU-AGE N BB
<400> 19
Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro
1 5 10 15
Gly Ser Thr Gly Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro
20 25 30
Val Ser Leu Gly Asp Gln Ala Ser Ile Ser Cys Arg Ser Arg Gln Ser
35 40 45
Leu Val Asn Ser Asn Gly Asn Thr Phe Leu Gln Trp Tyr Leu Gln Lys
50 55 60
Pro Gly Gln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Leu Arg Phe
65 70 75 80
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
85 90 95
Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Leu Gly Leu Tyr Phe
100 105 110
Cys Ser Gln Ser Thr His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys
115 120 125
Leu Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro
130 135 140
Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
145 150 155 160
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp
165 170 175

56



CN 109071675 A

52

.l

3

20/55 BT

Asn Ala Leu Gln

180

Ser Lys Asp Ser

195

Ala Asp Tyr Glu

210

Gly Leu Ser Ser

225

<210> 20
<211> 118
<212> PRT

213>

<220>

223>

<400> 20
Gln Val Gln Leu

1

Ser

Trp

Gly

65

Met

Ala

Leu

Val Lys

Met His
35

Glu Tle

50

Ser Glu

Gln Leu

Arg Ala

Val Thr
115

<210> 21
211> 112
<212> PRT

<213>

<220>

223>

<400> 21
Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

ANIF3I

Leu
20
Trp

Ser

Ala

Ser

Tyr

100
Val

NI

Ser Gly Asn

Thr Tyr Ser

Lys His Lys

215

Pro Val Thr

230

Leu Gln Pro

5
Ala

Leu
Pro
Thr
Ser
85

Gly

Ser

Cys

Lys

Thr

Leu

70

Leu

Asn

Val

Lys
Gln
Asn
55

Thr

Thr

Tyr

BRIT-AGE k28E (A] A2[X)

Ser Gln Glu Ser

185

Leu Ser Ser Thr

200

Val Tyr Ala Cys

Lys Ser Phe Asn

BUHI-AGE TgG2bH Bk (] AF[X)

Gly
Ala
Arg
40

Gly
Val

Ser

Glu

Ala
Ser
25

Pro
Arg
Asp

Glu

Phe
105

57

Glu

10

Gly

Ala

Ala
90
Ala

235

Leu

Gln
Tyr
Ser
75

Ser

Tyr

Val
Leu
Glu

220
Arg

Val

Leu

Gly

Tyr

60

Ser

Ala

Trp

Thr
Thr
205
Val

Gly

Lys
Phe
Leu
45

Asn
Asn

Val

Gly

Glu
190
Leu

Thr

Glu

Pro

Thr

30

Glu

Ala

Thr

Tyr

Gln
110

Gln

Ser

His

Cys

Gly
15
Thr

Trp

Arg

Ala

Tyr

95
Gly

Asp

Lys

Gln

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Thr
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1
Asp Gln Ala

Asn Gly Asn
35
Pro Lys Leu
50
Asp Arg Phe
65
Ser Arg Val

Thr His Val
<210> 22

211> 326
<212> PRT

Ser

20

Thr

Leu

Ser

Glu

Pro
100

213> NLF3

220>

223> NJESE

<400> 22
Ala Ser Thr
1

Ser Thr Ser

Phe Pro Glu
35
Gly Val His
50
Leu Ser Ser
65
Tyr Thr Cys

Thr Val Glu

Pro Val Ala

115

Thr Leu Met
130

Val Ser His

X

Lys

Glu

20

Pro

Thr

Val

Asn

100

Gly

Ile

Glu

Ile

Phe

Ile

Gly

Ala

85

Pro

Gly

Ser

Val

Phe

Val

Val

85

Pro

Ser

Asp

Ser
Leu
Tyr
Ser
70

Glu

Thr

Pro

Thr

Thr

Pro

Thr

70

Asp

Cys

Ser

Arg

Pro

Cys

Gln

95

Gly

Asp

Phe

Ser
Ala
Val
Ala
55

Val

His

Val

Thr
135
Glu

Arg
Trp
40

Val
Ser

Leu

Gly

Val
Ala
Ser
40

Val
Pro
Lys
Val
Phe
120

Pro

Val

Ser
25

Tyr
Ser

Gly

Gly

105

Phe
Leu
25

Trp
Leu
Ser
Pro
Glu
105
Leu

Glu

Gln

58

10
Arg

Leu

Leu

Thr

Leu

90
Gly

Pro
10

Gly
Asn
Gln
Ser
Ser
90

Cys
Phe

Val

Phe

Gln

Gln

Asp
75
Tyr

Thr

Leu

Cys

Ser

Ser

Asn

75

Asn

Pro

Pro

Thr

Asn

Ser
Lys
Phe
60

Phe

Phe

Lys

Ala
Leu
Gly
Ser
60

Phe
Thr
Pro
Pro
Cys

140
Trp

Leu
Pro
45

Ser
Thr

Cys

Leu

Pro
Val
Ala
45

Gly
Gly
Lys
Cys
Lys
125

Val

Tyr

Val
30
Gly

Leu

Ser

Glu
110

Lys
30

Leu
Leu
Thr
Val
Pro
110
Pro

Val

Val

15

Asn

Gln

Val

Lys

Gln

95
Ile

Ser
15
Asp

Thr

Gln
Asp
95

Ala
Lys

Val

Asp

Ser
Ser
Pro
Ile
80

Ser

Lys

Arg

Tyr

Ser

Ser

Thr

80

Lys

Pro

Asp

Asp

Gly
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145 150 155 160
Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn

165 170 175
Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
180 185 190
Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205
Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220
Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
225 230 235 240
Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle
245 250 255
Ser Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
260 265 270
Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
275 280 285
Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
290 295 300
Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
305 310 315 320
Ser Leu Ser Pro Gly Lys
325
<210> 23
Q211> 7
<212> PRT
213> N3
<220>
<223> CDRIH (FEH%E)
<400> 23
Ser Tyr Thr Met Gly Val Ser
1 5
<210> 24
211> 17
<212> PRT
213> NP3
<220>

223>

<400> 24

CDR2H (FE %)

59
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Thr Ile Ser Ser Gly Gly Gly Ser Thr Tyr Tyr Pro Asp Ser Val Lys
1 5 10 15
Gly

<210> 25

211> 10

<212> PRT

213> NLF3

<220>

<223> CDR3H (F4E)

<220>

<221> misc_HFfE

<222> (10) .. (10)

223> Xaam] LA AEAT RIMFAER IR

<400> 25

Gln Gly Gly Trp Leu Pro Pro Phe Ala Xaa

1 5 10

<210> 26

211> 17

<212> PRT

213> NILFP3

<220>

<223> CDRIL (&%)

<400> 26

Arg Ala Ser Lys Ser Val Ser Thr Ser Ser Arg Gly Tyr Ser Tyr Met
1 5 10 15
His

<210> 27

211> 7

<212> PRT

213> NP3

<220>

<223> CDR2L (§24E)

<400> 27

Leu Val Ser Asn Leu Glu Ser

1 5

<210> 28

211> 9

<212> PRT

213> NP3

60
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{220
<223> CDR3L (3%%)

<400> 28

Gln His Ile Arg Glu Leu Thr Arg Ser

1

<210> 29

<211> 468
<212> PRT
213> NP3
<220>

<223> AUtk EHE
<400> 29

5

Met Asp Pro Lys Gly

1

Leu
Ala
Ser
Pro
65

Arg
Asp
Glu
Ala
Lys
145
Gly
Pro

Thr

Val

Ala
Glu
Gly
50

Gly

Ala

Lys

Tyr
130
Gly
Gly
Val

Phe

Val

Phe
Val
35

Tyr
Gln
Tyr
Ser
Thr
115
Trp
Pro
Thr
Thr
Pro

195
Thr

Glu
20
Lys

Leu

Tyr
Thr
100
Ala
Gly
Ser
Ala
Val
180

Ala

Val

5

Leu

Lys

Phe

Leu

Asn

85

Asn

Val

Gln

Val

Ala

165

Ser

Val

Pro

Ser

Ser

Pro

Thr

Glu

70

Gln

Thr

Tyr

Gly

Phe

150

Leu

Trp

Leu

Ser

Leu

Gly

Thr

95

Lys

Val

Tyr

Thr

135
Pro

Asn

Gln

Ser

Ser
Gly
Ala
40

Tyr
Met
Phe
Tyr
Cys
120
Leu
Leu
Cys
Ser
Ser

200
Ser

Trp
Gln
25

Ser
Trp
Gly
Gln
Met
105
Ala
Val
Ala
Leu
Gly
185

Ser

Leu

61

Arg
10

Val
Val
Met
Glu
Gly

90
Glu

Thr
Pro
Val
170
Ala

Gly

Gly

Ile

Gln

Lys

His

Ile

75

Arg

Leu

Ala

Val

Ser

155

Lys

Leu

Leu

Thr

Leu

Leu

Val

Trp

60

Ser

Val

Ser

Tyr

Ser

140

Ser

Asp

Thr

Tyr

Gln

Leu
Val
Ser
45

Val
Pro
Thr
Ser
Gly
125
Ser
Lys
Tyr
Ser
Ser

205
Thr

Phe
Gln
30

Cys
Arg
Thr
Met
Leu
110
Asn
Ala
Ser
Phe
Gly
190

Leu

Tyr

Leu
15

Ser
Lys
Gln
Asn
Thr
95

Arg
Tyr
Ser
Thr
Pro
175
Val

Ser

Ile

Ser

Ala

Ala

80

Val

Ser

Phe

Thr

Ser

160

Glu

His

Ser

Cys
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Asn

225

Pro

Leu

Thr

Val

Val

305

Ser

Leu

Ala

Pro

Val

385

Val

Pro

Thr

Val

Leu
465

<210> 30

210
Val

Lys

Leu

Leu

Ser

290

Glu

Thr

Asn

Pro

Gln

370

Ser

Glu

Pro

Val

Met

450
Ser

Asn
Ser
Gly
Met
275
His
Val
Tyr
Gly
Ile
355
Val
Leu
Trp
Val
Asp
435
His

Pro

<211> 1408
<212> DNA

213> N3
<220>

<223> ANJEALHE B

His
Cys
Gly
260
Tle
Glu
His
Arg
Lys
340
Glu
Tyr
Thr
Glu
Leu
420
Lys

Glu

Gly

Lys
Asp
245
Pro
Ser
Asp
Asn
Val

325
Glu

Thr
Cys
Ser
405
Asp

Ser

Ala

Pro
230
Lys
Ser
Arg
Pro
Ala
310
Val
Tyr
Thr
Leu
Leu
390
Asn
Ser

Arg

Leu

215

Ser

Thr

Val

Thr

Glu

295

Ser

Lys

Ile

Pro

375

Val

Gly

Asp

Trp

His
455

Asn
His
Phe
Pro
280
Val
Thr
Val
Cys
Ser
360
Pro
Lys
Gln
Gly
Gln

440

Asn

Thr
Thr
Leu
265
Glu
Lys
Lys
Leu
Lys
345
Lys
Ser
Gly
Pro
Ser
425

Gln

His

62

Lys
Cys
250
Phe
Val
Phe
Pro
Thr
330
Val
Ala
Arg
Phe
Glu
410
Phe

Gly

Tyr

Val
235
Pro
Pro
Thr
Asn
Arg
315

Val

Ser

Asp
Tyr
395
Asn
Phe

Asn

Thr

220
Asp

Pro

Pro

Cys

Trp

300

Glu

Leu

Asn

Gly

Glu

380

Pro

Asn

Leu

Val

Gln
460

Lys

Cys

Val
285
Tyr

Glu

His

Lys

Gln

365

Leu

Ser

Tyr

Tyr

Phe

445
Lys

Lys
Pro
Pro
270
Val
Val
Gln
Gln
Ala
350
Pro

Lys

Asp

Ser
430
Ser

Ser

Val
Pro
255
Lys
Val
Asp
Tyr
Asp
335
Leu
Arg
Asn
Ile
Thr
415
Lys

Cys

Leu

Glu
240
Glu
Asp
Asp
Gly
Asn
320
Trp
Pro
Glu
Gln
Ala
400
Thr
Leu

Ser

Ser
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<400> 30
atggacccca
ctgagctacg
tccgtgaggt
tgcgacaggce
gagcctacta
caccgtgtac
tagagcctac
tctgctagcea
ggcggaaccg
cctggaacag
gcggectgta
ctacatctgce
taagagctgce
cccagegtgt
gaggtgacct
acgtggacgg
ccacctaccg
gtacaagtgc
ggccaaggge
gacaagaacc
glggaglgesg
gacagcgacg
agggcaacgt
agagcctgag
<210> 31
211> 468
<212> PRT

agggcagcect
gccaggtgea
gtcctgcaag
ccctggacag
caacagaaat
atggaactgt
ggcaactacg
ccaagggcce
ccgecectggg
cggegetetg
ctccectgage
aacgtgaacc
gacaagaccce
tcetgttceee
gegtggtggt
cgtlggagglg
cgtggtgagce
aaggtgagca
cagcceeggg
aggtgagcect
agagcaacgg
cagcttette
gttcagctge

cctgagcecceg

213> N3

<220>

<223> NJFAk HE %

<400> 31

gagctggaga
gctggtgceag
gctteegget
ggcctggaat
tccagggcag
cctecetgeg
attcgcctac
cagecgtgtte
ctgectggga
accagcggag
agcgtggtlga
acaagccctc
acacctgccc
tcccaagece
ggacgtgagc
cacaacgcca
gtgctgaccg
acaaggccct
agcctcaggt
gacctgecectg
ccagcctgag
ctgtacagca

agcgtgatge

atcctgetgt
tctggegeceg
acctgttcac
ggatgggcga
agtgaccatg
gagcgaggac
tggggeeagg
cctetggece
aggactactt
tgcacacctt
ccgtgceccage
caacaccaag
tceetgecece
aaggacaccc
cacgaggacc
agaccaagcc
tgctgecacca
gcceegetece
gtacaccctg
gtgaagggcet
aacaactaca
agctgaccgt

acgaggccct

gatagtaa 1408

Met Asp Pro Lys Gly Ser Leu Ser Trp Arg Ile
| 5 10
Leu Ala Phe Glu Leu Ser Tyr Gly Gln Val Gln
20 25
Ala Glu Val Lys Lys Pro Gly Ala Ser Val Lys
35 40
Ser Gly Tyr Leu Phe Thr Thr Tyr Trp Met His

63

tcctgagect
aagtgaagaa
cacctactgg
gatctccceccet
accgtggaca
accgeegtgt
gcaccctegt
ccagcagcaa
ccecegagecce
ccctgeegtg
agcagcctgg
gtggacaaga
gcccecgaget
tgatgatcag
ccgaggtgag
tcgggaggag
ggactggcetg
atcgagaaga
ccececcagec
tctaccecete
agaccacccce
ggacaagtcc

gcacaaccac

ggccttcecgag
acctggegcece
atgcactggg
accaacggca
agtccaccaa
actactgcgce
gacagtgtcc
gagcaccagc
gtgaccgtgt
ctgcagagca
gcacccagac
aggtggagcce
gctgggegga
ccgeacccecece
ttcaactggt
cagtacaact
aacggcagga
ccatcagcaa
gcgacgaget
cgacatcgcece
tccegtgetg
cggtggceage
tacacccaga

Leu Leu Phe Leu Ser

15

Leu Val Gln Ser Gly

30

Val Ser Cys Lys Ala

45

Trp Val Arg Gln Ala

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
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Pro
65

Arg
Asp
Glu
Ala
145
Gly
Pro
Thr
Val
Asn
225
Pro
Leu
Thr
Val
Val
305
Ser

Leu

Ala

50
Gly

Ala
Lys
Asp
Tyr
130
Gly
Gly
Val
Phe
Val
210
Val
Lys
Leu
Leu
Ser
290
Glu
Thr

Asn

Pro

Gln
Tyr
Ser
Thr
115
Trp
Pro
Thr
Thr
Pro
195
Thr
Asn
Ser
Gly
Met
275
His
Val
Tyr

Gly

Ile
355

Gly
Tyr
Thr
100
Ala
Gly
Ser
Ala
Val
180
Ala

Val

His

Gly
260
Ile
Glu
His
Arg
Lys

340
Glu

Leu
Asn
85

Asn
Val
Gln
Val
Ala
165
Ser
Val
Pro
Lys
Asp
245
Pro
Ser
Asp
Asn
Val
325

Glu

Lys

Glu

70

Ala

Thr

Tyr

Gly

Phe

150

Leu

Trp

Leu

Ser

Pro

230

Ser

Arg

Pro

Ala

310
Val

Thr

55
Trp

Lys
Ala
Tyr
Thr
135
Pro
Gly
Asn
Gln
Ser
215
Ser
Thr
Val
Thr
Glu
295
Lys
Ser

Lys

Ile

Met

Phe

Cys
120
Leu
Leu
Cys
Ser
Ser
200
Ser
Asn
His
Phe
Pro
280
Val
Thr
Val

Cys

Ser
360

Gly
Gln
Met
105
Ala
Val
Ala
Leu
Gly
185
Ser
Leu
Thr
Thr
Leu

265
Glu

Lys

Leu

345
Lys

64

Glu
Gly
90

Glu
Arg
Thr
Pro
Val
170
Ala
Gly
Gly
Lys
250
Phe
Val
Phe
Pro
Thr
330

Val

Ala

Ile
75

Arg
Leu
Ala
Val
Ser
155
Lys
Leu
Leu
Thr
Val
235
Pro
Pro
Thr
Asn
Arg
315
Val

Ser

Lys

60

Ser

Val

Ser

Tyr

Ser

140

Ser

Asp

Thr

Gln

220

Asp

Pro

Pro

Cys

300

Glu

Leu

Asn

Gly

Pro

Thr

Ser

Gly

125

Ser

Tyr
Ser
Ser
205

Thr

Lys

Lys

Val
285
Tyr

Glu

His

Lys

Gln
365

Thr
Met
Leu
110
Asn
Ala
Ser
Phe
Gly
190
Leu
Tyr
Lys
Pro
Pro
270
Val
Val
Gln
Gln
Ala

350
Pro

Asn
Thr
95

Tyr
Ser
Thr
Pro
175
Val
Ser
Ile
Val
Pro
255
Lys
Val
Asp
Tyr
Asp
335

Leu

Arg

Gly
80

Val
Ser
Phe
Thr
Ser
160
Glu
His
Ser
Cys
Glu
240
Glu
Asp
Asp
Gly
Asn
320
Trp

Pro

Glu
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Gln Val
370

Ser

Pro

Val
385
Val

Leu

Glu Trp

Pro Pro Val

Thr Val Asp
435
Val Met His
450

Leu Ser Pro
465

<210>
211>
212>
213>
<220>
223>
<400> 32

atggacccca

32
1408
DNA

ctgagctacg
tccgtgaggt
tgcgacaggce
gagcctacta
caccgcttac
tagagcctac
tctgctagcea
ggcggaaccg
cctggaacag
gcggectgta
ctacatctge
taagagctgce
cccagegtgt
gaggtgacct
acgtggacgg
ccacctaccg

gtacaagtgc

Tyr

Thr

Thr Leu

Cys Leu

Pro
375
Val

390

Glu

405
Leu
420

Glu

Gly

ANIF3

NV H

agggcagcect
gccaggtgea
gtcctgcaag
ccctggacag
caaccaaaat
atggaactgt
ggcaactacg
ccaagggcecce
ccgecectggg
cggegetetg
ctccetgage
aacgtgaacc
gacaagaccce
tcetgtteee
gegtggtggt
cgtlggaggty
cgtggtgage
aaggtgagca

Ser Asn

Asp Ser

Ser Arg

Ala Leu

Gly Gln

Asp Gly

Gln
440

Asn

Trp

His
455

gagctggaga
gctggtgeag
gctteegget
ggcctggaat
tccagggcag
cctececetgeg
attcgcctac
cagecgtgtte
ctgectggga
accagcggag
agcgtggtga
acaagcccte
acacctgccce
tcceccaagecc
ggacgtgagc
cacaacgccea
gtgctgaccg

acaaggccct

Ser Arg Asp

Gly Phe Tyr
395

Glu Asn

410

Phe Phe

Pro

Ser
425
Gln Gly Asn

His Tyr Thr

atcctgetgt
tctggegeceg
acctgttcac
ggatgggcega
agtgaccatg
gagcgaggac
tggggeceagg
cctetggecce
aggactactt
tgcacacctt
ccgtgcecage
caacaccaag
tceetgececee
aaggacaccc
cacgaggacc
agaccaagcc
tgctgcecacca

gceegetecee

65

Glu
380

Pro

Leu Lys

Ser Asp

Asn Tyr Lys

Tyr Ser
430

Phe Ser

445

Lys Ser

Leu

Val

Gln
460

tcctgagect
aagtgaagaa
cacctactgg
gatctccceccet
accgtggaca
accgeegtgt
gcaccctegt
ccagcagcaa
cceegagecce
ccectgeegtg
agcagcctgg
gtggacaaga
gceecgaget
tgatgatcag
ccgaggtgag
tcgggaggag
ggactggetg
atcgagaaga

Asn Gln

Ile Ala
400
Thr Thr
415
Lys Leu

Cys Ser

Leu Ser

ggccttcecgag
acctggegcece
atgcactggg
accaacggca
agtccaccaa
actactgcgce
gacagtgtcc
gagcaccagc
gtgaccgtgt
ctgcagagca
gcacccagac
aggtggagcc
gctlgggegga
ccgeacccecece
ttcaactggt
cagtacaact
aacggcagga

ccatcagcaa

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
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ggccaagggce
gacaagaacc
glggaglgesg
gacagcgacg
agggcaacgt
agagcctgag
<210> 33

211> 468

<212> PRT

cagceeeggg
aggtgagcect
agagcaacgg
cagcttette
gttcagctge

cctgageccg

213> NLF5

<220>

<223> N5tk EEE

<400> 33
Met Asp Pro
1
Leu

Ala Phe

Ala Glu Val
35
Gly Tyr
50

Gly

Ser
Pro Gln
65
Arg

Ala Tyr

Asp Lys Ser
Thr
115

Trp

Asp Asp

Ala Tyr

130

Lys Gly Pro

145

Gly Gly Thr

Pro Val Thr

Thr Phe Pro

195

Lys Gly

Glu
20
Lys

Leu

Leu Phe

Gly Leu

Asn
85

Asn

Tyr

Ile
100
Ala Val

Gly Gln

Ser Val

Ser

Ser

Pro

Thr

Glu

70

Ala

Thr

Tyr

Gly

Phe

agcctcaggt
gacctgectg
ccagcctgag
ctgtacagca
agcgtgatgce
gatagtaa 1

Leu Ser

Tyr Gly

Ala
40
Tyr

Gly

Thr
55

Trp Met

Phe
Ala Tyr
Cys

120

Leu

Tyr

Thr
135

Pro Leu

150

Ala Ala
165
Val Ser
180

Ala Val

Leu

Trp

Leu

Gly Cys

Asn Ser

Gln Ser

200

gtacaccctg

gtgaagggcet

aacaactaca

agctgaccgt

acgaggccct
408

Arg lle
10

Val

Trp

Gln
25

Ser

Gln

Val

Trp Met His

Glu Ile
75

Arg

Gly
Gln Gly
90
Met Glu
105

Ala

Leu

Arg Ala

Val Thr Val

Ala Ser
155

Lys

Pro

Val
170
Ala

Leu

Leu
185
Ser

Gly Leu

66

cccececagec
tctacccecte
agaccacccce
ggacaagtcc

gcacaaccac

Leu Leu Phe

Val Gln

30

Leu

Val Ser

45

Trp Val Arg

60
Ser

Pro Thr

Val Thr Met
Leu
110

Asn

Ser Arg

Gly
125
Ser

Tyr
Ser Ala
140
Ser

Lys Ser

Asp Tyr Phe

Thr Gly
190

Leu

Ser

Ser
205

Tyr

gcgacgaget
cgacatcgcece
tcecegtgetg
cggtggcage
tacacccaga

Leu Ser
15
Ser Gly

Lys Ala

Gln Ala
Gly
80
Val

Asn

Thr
95
Arg Ser

Tyr Phe

Ser Thr

Thr Ser
160
Pro Glu
175
Val His

Ser Ser

1140
1200
1260
1320
1380
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Val

Asn

225

Pro

Leu

Thr

Val

Val

305

Ser

Leu

Ala

Pro

Val

385

Val

Pro

Thr

Val

Leu
465

<210> 34

Val Thr Val

210
Val

Lys

Leu

Leu

Ser

290

Glu

Thr

Asn

Pro

Gln

370

Ser

Glu

Pro

Val

Met

450
Ser

Asn
Ser
Gly
Met
275
His
Val
Tyr
Gly
Ile
355
Val
Leu
Trp
Val
Asp
435
His

Pro

<211> 1408
<212> DNA

213> N3
<220>

His
Cys
Gly
260
Ile

Glu

His

Lys
340
Glu
Tyr
Thr
Glu
Leu
420
Lys

Glu

Gly

Pro

Asp
245
Pro
Ser
Asp
Asn
Val
325
Glu
Lys
Thr
Cys
Ser
405
Asp

Ser

Ala

Ser
Pro
230
Lys
Ser
Arg
Pro
Ala
310
Val
Tyr
Thr
Leu
Leu
390
Asn
Ser

Arg

Leu

Ser
215
Ser
Thr
Val
Thr
Glu
295
Lys
Ser
Lys
Ile
Pro
375
Val
Gly
Asp

Trp

His
455

Ser

Asn

His

Phe

Pro

280

Val

Thr

Val

Cys

Ser

360

Pro

Lys

Gln

Gln
440

Asn

Leu Gly Thr

Thr
Thr
Leu
265
Glu
Lys
Lys
Leu
Lys
345
Lys
Ser
Gly
Pro
Ser
425

Gln

His

67

Lys
Cys
250
Phe
Val
Phe
Pro
Thr
330

Val

Ala

Phe
Glu
410
Phe

Gly

Tyr

Val
235
Pro
Pro
Thr
Asn
Arg
315
Val
Ser
Lys
Asp
Tyr
395
Asn
Phe

Asn

Thr

Gln
220
Asp
Pro
Pro
Cys
Trp
300
Glu
Leu
Asn
Gly
Glu
380
Pro
Asn
Leu

Val

Gln
460

Thr

Cys
Lys
Val
285
Tyr
Glu
His
Lys
Gln
365
Leu

Ser

Tyr

Phe
445
Lys

Tyr

Pro
Pro
270
Val
Val
Gln
Gln
Ala

350

Pro

Asp
Lys
Ser
430

Ser

Ser

Ile
Val
Pro
255
Lys
Val
Asp
Tyr
Asp
335
Leu
Arg
Asn
Ile
Thr
415
Lys

Cys

Leu

Cys

Glu

240

Glu

Asp

Asp

Gly

Asn

320

Pro

Glu

Gln

Ala

400

Thr

Leu

Ser

Ser
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<223> ANUEfhEEE

<400> 34

atggacccca
ctgagctacg
tccgtgaggt
tgcgacaggce
gagcctacta
caccgcttac
tagagcctac
tctgctagea
ggcggaaccg
cctggaacag
gcggectgta
ctacatctgce
taagagctgce
cccagegtgt
gaggtgacct
acgtggacgg
ccacctaccg
gtacaagtgc
ggccaaggge
gacaagaacc
glggaglgesg
gacagcgacg
agggcaacgt
agagcctgag
<210> 35

211> 238

<212> PRT

agggcagcect
gccaggtgea
gtcctgcaag
ccctggacag
caaccaaaat
atggaactgt
ggcaactacg
ccaagggcce
ccgecectggg
cggegetetg
ctccectgage
aacgtgaacc
gacaagaccce
tcetgttceee
gegtggtggt
cgtlggaggtlg
cgtggtgage
aaggtgagca
cagcceeggg
aggtgagcect
agagcaacgg
cagcttette
gttcagctge

cctgagcecceg

213> N3

<220>

<223> NJEALE25E

<400> 35

gagctggaga
gctggtgeag
gctteegget
ggcctggaat
tccagggcag
ccagactgcg
attcgcctac
cagecgtgtte
ctgectggga
accagcggag
agcgtggtga
acaagccctc
acacctgccc
tcccaagece
ggacgtgagce
cacaacgcca
gtgctgaccg
acaaggccct
agcctcaggt
gacctgectg
ccagcctgag
ctgtacagca

agcgtgatge

atcctgetgt
tctggegeceg
acctgttcac
ggatgggcga
agtgaccatg
gagcgatgac
tggggceceagg
cctetggece
aggactactt
tgcacacctt
ccgtgceccage
caacaccaag
tceetgecece
aaggacaccc
cacgaggacc
agaccaagcc
tgctgecacca
gcecegetece
gtacaccctg
gtgaagggct
aacaactaca
agctgaccgt

acgaggccct

gatagtaa 1408

tcctgagecet
aagtgaagaa
cacctactgg
gatctccccet
accgtggaca
accgeegtgt
gcaccctegt
ccagcagcaa
ccecegagecce
ccctgeegtg
agcagcctgg
gtggacaaga
gcccecgaget
tgatgatcag
ccgaggtgag
tcgggaggag
ggactggctg
atcgagaaga
ccececcagec
tctaccecete
agaccacccce
ggacaagtcc

gcacaaccac

ggccttegag
acctggcegcece
atgcactggg
accaacggca
agtccatcaa
actactgcgce
gacagtgtcc
gagcaccagc
gtgaccgtgt
ctgcagagca
gcacccagac
aggtggagcc
gctgggegea
ccgeaccccece
ttcaactggt
cagtacaact
aacggcagga
ccatcagcaa
gcgacgaget
cgacatcgcece
tccegtgetg
cggtggceage
tacacccaga

Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro

1

5

10

15

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

20

25

30

Val Thr Leu Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser

35

40

68

45

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
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Leu Val Asn
50

Pro Gly Gln

65

Ser

Gly Val

Thr Leu Lys
Gln
115

Lys

Ser
Glu Ile
130
Ser Asp Glu
145
Asn

Asn Phe

Ala Leu Gln
Ser
195

Glu

Lys Asp
Tyr
210

Ser

Asp
Leu Ser
225

<210> 36
211> 715
<212> DNA

Ser Asn

Ser Pro

Asp
85

Ser

Pro

Ile
100
Ser Thr

Arg Thr

Gln Leu

Gly
Arg
70

Arg
Arg
His
Val

Lys

Asn Thr
55
Leu Leu

Phe Ser

Val Glu

Val Pro
120
Ala Ala
135

Ser Gly

150

Pro
165
Gly

Tyr

Ser
180
Thr Tyr
His

Pro Val

Arg

Asn

Ser

Lys

Thr

Glu Ala

Ser Gln

Ser
200
Tyr

Leu

Val
215

Lys Ser

230

213> N3

<220>

<223> NP4k 5E

<400> 36

atggagaccg
gacgtcgtga
atctcctcag
atcagcagcg
ccggegtgee
ccgggtlggaa
tacatttggce

atcttcccte

acaccctget
tgacccagtce
atccteccag
gcetggecag
cgacgatttt
gcegaggacg
ggaggcacca

ccagcgacga

gctetgggty
ccetetgtece

tceetegtga
agccccagac
ccggetetgg
tgggcegtgta
agtggaaatc
gcagctgaag

Phe Leu Gln
Ile Lys
75

Gly

Tyr
Gly Ser
90
Ala Glu
105

Pro

Asp

Thr Phe

Pro Ser Val

Thr Ala Ser
155
Val Gln
170

Ser

Lys

Glu
185

Ser

Val

Thr Leu

Ala Glu

Phe Arg

235

Asn

ctgetgetet
ctgectgtga
actccaacgg
tgctgatcta
ctctggceacc
ctactgctcc
aagcggaccg

tctggecaccg

69

Trp Tyr Gln

60
Val

Ser Leu

Ser Gly Thr

Val Val
110
Gly

Gly
Gly Gly
125
Phe Ile
140

Val

Phe

Val Cys

Trp Val

Thr Glu Gln

190

Thr Leu Ser
205

Val Thr

220

Gly

His

Glu Cys

gggtgeeegg
ccctgggaca
caacacctte
caaggtgtcc
gacttcacce
cagagcaccc
tggcegececece

ccagegtggt

Gln Arg
Phe
80
Phe

Arg

Asp
95
Tyr Tyr

Thr Val

Pro Pro

Leu
160

Asn

Leu

Asp
175
Asp Ser

Lys Ala

Gln Gly

ctccaccgga
gcetgecetee
ctgcagtggt
ctgeggttet
tgaagatctc
acgtgccccce
cagegtgtte
gtgcctgetg

60

120
180
240
300
360
420
480
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aacaacttct acccccecgega ggcecaaggge agtggaaggt ggacaacgece ctgecagageg 540
gcaacagcca ggagagegtg accgagcagg actccaagga cagcacctac agcctgagea 600
gcaccctgac cctgagcaag gecgactacg agaagacaag gtgtacgect gegaggtgac 660
ccaccaggga ctgtctagee ccgtgaccaa gagcttcaac cggggegagt getaa 7156
<210> 37
<211> 238
<212> PRT
213> AL
220>
223> NPk
<400> 37
Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro
1 5 10 15
Gly Ser Thr Gly Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro
20 25 30
Val Thr Leu Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Arg Gln Ser
35 40 45
Leu Val Asn Ser Asn Gly Asn Thr Phe Leu Gln Trp Tyr Gln Gln Arg
50 55 60
Pro Gly Gln Ser Pro Arg Leu Leu Ile Tyr Lys Val Ser Leu Arg Phe
65 70 75 80
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
85 90 95
Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr
100 105 110
Cys Ser Gln Ser Thr His Val Pro Pro Thr Phe Gly Gly Gly Thr Val
115 120 125
Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro
130 135 140
Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu
145 150 155 160
Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn
165 170 175
Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser
180 185 190
Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala
195 200 205
Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly
210 215 220

70
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Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
230

225

<210> 38
211> 715
<212> DNA

213> NLF5

220>

<223> ANJEtbisEE

<400> 38

atggagaccg
gacgtcgtga
atctcctcag
atcagcagcg
ccggegtgece
ccgggtggaa
tacatttggce
atcttcccte
aacaacttct
gcaacagcca
gcaccctgac
ccaccaggga
<210> 39

211> 238

<212> PRT

acaccctget
tgacccagtce
atccaggcag
gcctggecag
cgacgatttt
gccegaggacg
ggaggcacca
ccagcgacga
acccccgega
ggagagcgtg
cctgagcaag

ctgtctagce

213> NP3

<220>

<223> NJFALE2%E

<400> 39

Met Glu Thr Asp Thr Leu

1

Gly Ser Thr Gly Asp Val

Val Thr Leu
35
Leu Val Asn
50
Pro Gly Gln
65
Ser Gly Val

5

20

Gly Gln Pro

Ser Asn Gly

gctctggety
ccectetgtee

tceetegtga
agccccagac
ccggetetgg
tgggegtgta
agtggaaatc
gcagctgaag
ggccaagggce
accgagcagg
gccgactacg

ccgtgaccaa

Leu Leu

Val Met

Ala Ser
40

Asn Thr

55

Leu Leu

Pro Pro Arg
70
Pro Asp Arg

Phe

Ser

235

ctgetgetet
ctgcctgtga
actccaacgg
tgctgatcta
ctctggcacce
ctactgctce
aagcggaccg
tctggcaccg
agtggaaggtl
actccaagga
agaagacaag

gagcttcaac

Val Leu
10
Gln Ser

Trp

Thr
25
Ile Ser Cys

Phe Leu Gln

Ile Tyr Lys
75

Gly Ser Gly

71

gggtgeccegg
ccctgggaca
caacaccttc
caaggtgtcc
gacttcaccc
cagagcaccc
tggccegecece
ccagcgtggt
ggacaacgcce
cagcacctac
gtgtacgcct
cggggegagt

Leu Leu Trp

Leu Ser
30

Ser Ser

45

Tyr His

Pro

Trp
60
Val

ctccaccgga
gcetgecetee
ctgcagtggt
ctgecggttet
tgaagatctc
acgtgccccce
cagecgtgtte
gtgcctgetg
ctgcagagcg
agcctgagca
gcgaggtgac
gctaa 715

Val
15
Ser

Pro
Pro
Gln Ser
Gln Arg

Phe

Ala

Ser Leu Arg

Gly Lys Asp

80
Phe

60

120
180
240
300
360
420
480
540
600
660
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Thr Leu Lys

Gln
115
Lys

Cys Ser

Glu Ile
130
Ser Asp Glu
145
Asn

Asn Phe

Ala Leu Gln
Ser
195

Glu

Lys Asp
Tyr
210

Ser

Asp
Leu Ser
225

<210> 40
211> 715
<212> DNA

85
Ile Ser
100
Ser Thr

Arg Thr

Gln Leu

Arg

His

Val

Lys

Val Glu

Val Pro
120
Ala Ala
135

Ser Gly

150

Pro
165
Gly

Tyr

Ser
180
Thr Tyr

Lys His

Pro Val

Arg

Asn

Ser

Lys

Thr

Glu Ala

Ser Gln

Ser
200
Tyr

Leu

Val
215

Ser

230

213> NP3

<220>

<223> NJFfbE2%E

<400> 40

atggagaccg
gacgtcgtga
atctcctcag
atcaccagcg
ccggegtgee
ccgggtlggaa
tacatttgge
atcttcecte
aacaacttct
gcaacagcca
gcaccctgac

ccaccaggga
<210> 41

acaccctget
tgacccagtce
atcctceccag
gcetggecag
cgacgatttt
geegaggacg
cagggcacca
ccagcgacga
accccegega
ggagagcegtlg
cctgagcaag

ctgtctagcee

gctetgggty
ccetetgtee

tcectegtga
ccteccagac
ccggetetgg
tgggcegtgta
actggaaatc
gcagctgaag
ggccaagggce
accgagcagg
gcecgactacg

ccgtgaccaa

90
Ala Glu
105

Pro

Asp

Thr Phe

Pro Ser Val

Thr Ala Ser
155
Val Gln
170

Ser

Lys

Glu
185

Ser

Val

Thr Leu

Ala Cys Glu

Phe Arg

235

Asn

ctgetgetet
agtcctgtga
actccaacgg
tgctgatcta
cgctggcecaag
ctactgctcce
aagcggaccg
tctggeaccg
agtggaaggt
actccaagga
agaagacaag

gagcttcaac

72

Val Val
110

Gly

Gly

Gln
125
Ile

Gly

Phe
140
Val

Phe

Val Cys

Trp Lys Val

Thr Glu Gln

190

Thr Leu Ser
205

Val Thr

220

Gly

His

Glu

gggtgeeegg
ccctgggaca
caacaccttc
caaggtgtcc
gacttcacce
cagagcaccc
tggcegececece
ccagegtggt
ggacaacgcc
cagcacctac
gtgtacgect
cggggegagt

95

Tyr Tyr

Thr Leu

Pro Pro

Leu
160

Asn

Leu

Asp
175
Asp Ser

Lys Ala

Gln Gly

ctccaccgga
gcetgectee
ctgcagtggt
ctgeggttcet
tgaagatctc
acgtgccccce
cagecgtgtte
gtgccetgetg
ctgcagagcg
agcctgagca
gcgaggtgac
gctaa 715

60

120
180
240
300
360
420
480
540
600
660
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211> 5

<212> PRT

213> /NAH,

<400> 41

Thr Tyr Trp Met His

1 5

<210> 42

211> 17

<212> PRT

213> /MFER

<400> 42

Glu Ile Ser Pro Thr Asn Gly Arg Ala Tyr Tyr Asn Ala Arg Phe Lys
1 5 10 15
Ser

<210> 43

211> 9

<212> PRT

213> /N,

<400> 43

Ala Tyr Gly Asn Tyr Glu Phe Ala Tyr

1 5

<210> 44

211> 16

<212> PRT

213> /M

<400> 44

Arg Ser Arg Gln Ser Leu Val Asn Ser Asn Gly Asn Thr Phe Leu Gln
1 5 10 15
<210> 45

211> 7

<212> PRT

213> /N

<400> 45

Lys Val Ser Leu Arg Phe Ser

1 5

<210> 46

211> 9

<212> PRT

213> /NI

73
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<400> 46

Ser Gln Ser Thr

1

<210> 47

211> 467

<212> PRT

213> /N,

<400> 47

Met Gly Trp Thr

1

Val His Ser Gln

20

Pro Gly Ala Ser
35

Thr Thr Tyr Trp

50

Glu Trp Ile Gly

65

Ala Arg Phe Lys

Thr Ala Tyr Met
100

Tyr Tyr Cys Ala

115
Gln Gly Thr Leu
130

Val Phe Pro Leu

145

Ala Leu Gly Cys

Ser Trp Asn Ser
180

Val Leu Gln Ser

195
Pro Ser Ser Ser
210

Lys Pro Ser Asn

225

Asp Lys Thr His

His

Leu

Val

Val

Met

Glu

Ser

85

Gln

Arg

Val

Ala

Leu

165

Gly

Ser

Leu

Thr

Thr

Val

Val
Gln
Lys
His
Ile
70

Glu
Leu
Ser
Thr
Pro
150
Val
Ala
Gly
Gly
Lys

230
Cys

Pro

Phe
Leu
Leu
Trp
55

Ser
Ala
Ser
Phe
Val
135
Ser
Lys
Leu
Leu
Thr
215

Val

Pro

Pro

Leu
Leu
Ala
40

Leu
Pro
Thr
Ser
Gly
120
Ser
Ser
Asp
Thr
Tyr
200
Gln

Asp

Pro

Thr

Phe
Gln
25

Cys
Lys
Thr
Leu
Leu
105
Asn
Val
Lys
Tyr
Ser
185
Ser
Thr
Lys

Cys

74

Leu
10

Pro
Lys
Gln
Asn
Thr
90

Thr
Tyr
Ala
Ser
Phe
170
Gly
Leu
Tyr

Lys

Pro

Leu
Gly
Ala
Arg
Gly
75

Val
Ser
Glu
Ser
Thr
155
Pro
Val
Ser
Ile
Val

235
Ala

Ser
Ala
Ser
Pro
60

Arg
Asp
Glu
Phe
Thr
140
Ser
Glu
His
Ser
Cys
220

Glu

Pro

Val
Glu
Gly
45

Gly
Ala
Lys
Ala
Ala
125
Lys
Gly
Pro
Thr
Val
205
Asn

Pro

Glu

Thr
Leu
30

Tyr
Gln
Tyr
Ser
Ser
110
Tyr
Gly
Gly
Val
Phe
190
Val
Val

Lys

Leu

Ala
15

Val
Leu
Gly
Tyr
Ser
95

Ala
Trp
Pro
Thr
Thr
175
Pro
Thr
Asn

Ser

Leu

Gly
Lys
Phe
Leu
Asn
80

Asn
Val
Gly
Ser
Ala
160
Val
Ala
Val
His
Cys

240
Gly
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Gly

Ile

Glu

His

305

Arg

Lys

Glu

Tyr

Leu

385

Trp

Val

Asp

His

Pro
465

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

450
Gly

<210> 48
211> 46

<212>
<213>

<220>

<223>

<400> 48
Met Gly Trp Thr Leu Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly

1

Ser
Arg
275
Pro
Ala
Val
Tyr
Thr
355
Leu
Cys
Ser
Asp
Ser
435

Ala

Lys

7

PRT
NLF3

Val

260

Thr

Glu

Lys

Ser

340

Ile

Pro

Leu

Asn

Ser

420

Arg

Leu

NI EHE

245
Phe

Pro

Val

Thr

Val

325

Ser

Pro

Val

Gly

405

Asp

Trp

His

5

Leu
Glu
Lys
Lys
310
Leu
Lys
Lys
Ser
Lys
390
Gln
Gly

Gln

Asn

Phe
Val
Phe
295
Pro
Thr
Val
Ala
Arg
375
Gly
Pro
Ser

Gln

His
455

Pro
Thr
280
Asn
Arg
Val
Ser
Lys
360
Asp
Phe
Glu
Phe
Gly

440
Tyr

Pro
265
Cys
Trp
Glu
Leu
Asn
345
Gly
Glu
Tyr
Asn
Phe
425

Asn

Thr

250
Lys

Val

Tyr

Glu

His

330

Gln

Leu

Pro

Asn

410

Leu

Val

Gln

10

Pro

Val

Val

Gln

315

Gln

Ala

Pro

Thr

Ser

395

Tyr

Tyr

Phe

Lys

Lys

Val

Asp

300

Tyr

Asp

Leu

Arg

Lys

380

Lys

Ser

Ser

Ser
460

Asp

Asp

285

Gly

Asn

Trp

Pro

Glu

365

Asn

Ile

Thr

Lys

445

Leu

Thr

270

Val

Val

Ser

Leu

Ala

350

Pro

Gln

Ala

Thr

Leu

430

Ser

Ser

255

Leu

Ser

Glu

Thr

Asn

335

Pro

Gln

Val

Val

Pro

415

Thr

Val

Leu

15

Met
His
Val
Tyr
320
Gly
Ile
Val
Ser
Glu
400
Pro
Val

Met

Ser

Val His Ser Glu Val Gln Leu Leu Glu Ser Gly Ala Glu Ala Lys Lys
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Pro
Thr
Glu
65

Ala
Thr
Tyr
Gln
Val
145
Ala
Ser
Val
Pro
Lys
225
Asp
Gly
Ile
Glu
His

305
Arg

Gly
Thr
50

Trp
Arg
Ala
Tyr
Gly
130
Phe
Leu
Trp
Leu
Ser
210
Pro
Lys
Pro
Ser
Asp
290

Asn

Val

Ala
35

Tyr
Met
Phe
Tyr
Cys
115
Thr
Pro
Gly
Asn
Gln
195
Ser
Ser
Thr
Ser
Arg
275
Pro

Ala

Val

20

Ser

Trp

Gly

Lys

Met

100

Ala

Leu

Leu

Ser
180
Ser
Ser
Asn
His
Val
260
Thr
Glu

Lys

Ser

Val
Met
Glu
Ser
85

Glu
Arg
Val
Ala
Leu
165
Gly
Ser
Leu
Thr
Thr
245
Phe
Pro
Val

Thr

Val
325

Lys
His
Ile
70

Arg
Leu
Ser
Thr
Pro
150
Val
Ala
Gly
Gly
Lys
230
Cys
Leu
Glu
Lys
Lys

310
Leu

Leu
Trp
55

Ser
Val
Ser
Phe
Val

135

Ser

Leu
Leu
Thr
215
Val
Pro
Phe
Val
Phe
295

Pro

Thr

Ser
40

Val
Pro
Thr
Ser
Gly
120
Ser
Ser
Asp
Thr
Tyr
200
Gln
Asp
Pro
Pro
Thr
280
Asn

Arg

Val

25
Cys

His

Thr

Ile

Leu

105

Asn

Ser

Lys

Tyr

Ser

185

Ser

Thr

Lys

Cys

Pro

265

Cys

Trp

Glu

Leu

76

Lys
Gln
Asn
Thr
90

Arg
Tyr
Ala
Ser
Phe
170
Gly
Leu
Tyr
Lys
Pro
250
Lys
Val
Tyr

Glu

His
330

Ala
Ala
Gly
75

Val
Ser
Glu
Ser
Thr
155
Pro
Val
Ser
Ile
Val
235
Ala
Pro
Val
Val
Gln

315
Gln

Ser
Pro
60

Arg
Asp
Glu
Phe
Thr
140
Ser
Glu
His
Ser
Cys
220
Glu
Pro
Lys
Val
Asp
300

Tyr

Asp

Gly
45

Gly
Ala
Lys
Asp
Ala
125
Lys
Gly
Pro
Thr
Val
205
Asn
Pro
Glu
Asp
Asp
285
Gly

Asn

Trp

30
Tyr

Gln
Tyr
Ser
Thr
110
Tyr
Gly
Gly
Val
Phe
190
Val
Val
Lys
Leu
Thr
270
Val
Val

Ser

Leu

Leu

Arg

Tyr

Ala

95

Ala

Trp

Pro

Thr

Thr

175

Pro

Thr

Asn

Ser

Leu

255

Leu

Ser

Glu

Thr

Asn
335

Phe
Leu
Asn
80

Ser
Val
Gly
Ser
Ala
160
Val
Ala
Val
His
Cys
240
Gly
Met
His
Val
Tyr

320
Gly
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Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
340 345 350
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
355 360 365
Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
370 375 380
Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu
385 390 395 400
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
405 410 415
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
420 425 430
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
435 440 445
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
450 455 460
Pro Gly Lys
465
<210> 49
211> 467
<212> PRT
213> NILFP3
<220>
<223> ANtk B
<400> 49
Met Gly Trp Thr Leu Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly
1 5 10 15
Val His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
20 25 30
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Leu Phe
35 40 45
Thr Thr Tyr Trp Met His Trp Val Arg Gln Ala Pro Gly Gln Arg Leu
50 55 60
Glu Trp Ile Gly Glu Ile Ser Pro Thr Asn Gly Arg Ala Tyr Tyr Asn
65 70 75 80
Ala Arg Phe Lys Ser Arg Val Thr Ile Thr Arg Asp Thr Ser Ala Ser
85 90 95
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val
100 105 110
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Tyr Tyr Cys

Gln
Val
145
Ala
Ser
Val
Pro
225
Asp
Gly
Ile
Glu
His
305
Arg
Lys
Glu
Tyr
Leu
385

Trp

Val

Gly
130
Phe

Leu

Leu
Ser
210
Pro
Lys
Pro
Ser
Asp
290
Asn
Val
Glu
Lys
Thr
370
Thr

Glu

Leu

115
Thr

Pro

Gly

Asn

Gln

195

Ser

Ser

Thr

Ser

275

Pro

Ala

Val

Tyr

Thr

355

Leu

Cys

Ser

Asp

Ala

Leu

Leu

Cys

Ser

180

Ser

Ser

Asn

His

Val

260

Thr

Glu

Lys

Ser

Lys

340

Ile

Pro

Leu

Asn

Ser

Arg
Val
Ala
Leu
165
Gly
Ser
Leu
Thr
Thr
245
Phe
Pro
Val
Thr
Val
325
Cys
Ser
Pro
Val
Gly

405
Asp

Ser
Thr
Pro
150
Val
Ala
Gly
Gly
Lys
230
Cys
Leu
Glu
Lys
Lys
310
Leu
Lys
Lys
Ser
Lys
390

Gln

Gly

Phe
Val
135
Ser
Lys
Leu
Leu
Thr
215
Val
Pro
Phe
Val
Phe
295
Pro
Thr
Val
Ala
Arg
375
Gly

Pro

Ser

Gly
120
Ser
Ser
Asp
Thr
Tyr
200
Gln
Asp
Pro
Pro
Thr
280
Asn
Arg
Val
Ser
Lys
360
Asp
Phe

Glu

Phe

Asn Tyr Glu

Ser
Lys
Tyr
Ser
185

Ser

Thr

Cys

Pro

265

Trp

Glu

Leu

Asn

345

Gly

Glu

Tyr

Asn

Phe

78

Ala
Ser
Phe
170
Gly

Leu

Tyr

Pro
250
Lys

Val

Tyr

Glu

His

330

Lys

Gln

Leu

Pro

Asn

410

Leu

Ser
Thr
155
Pro
Val
Ser
Ile
Val
235
Ala
Pro
Val
Val
Gln
315
Gln
Ala
Pro
Thr
Ser
395

Tyr

Tyr

Phe
Thr
140
Ser
Glu
His
Ser
Cys
220
Glu
Pro
Lys
Val
Asp
300
Tyr
Asp
Leu
Arg
Lys
380
Asp

Lys

Ser

Ala

125

Gly

Pro

Thr

Val

205

Asn

Pro

Glu

Asp

Asp

285

Gly

Asn

Trp

Pro

Glu

365

Asn

Ile

Thr

Lys

Tyr
Gly
Gly
Val
Phe
190

Val

Val

Leu
Thr
270
Val
Val
Ser
Leu
Ala
350
Pro
Gln
Ala

Thr

Leu

Trp

Pro

Thr

Thr

175

Pro

Thr

Asn

Ser

Leu

255

Leu

Ser

Glu

Thr

Asn

335

Pro

Gln

Val

Val

Pro

415
Thr

Gly
Ser
Ala
160
Val
Ala
Val
His
Cys
240
Gly
Met
His
Val
Tyr
320
Gly
Ile
Val
Ser
Glu
400

Pro

Val
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420 425 430
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
435 440 445
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
450 455 460
Pro Gly Lys
465
<210> 50
211> 467
<212> PRT
213> NLF3
<220>
223> N5tk HEHE
<400> 50
Met Gly Trp Thr Leu Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly
1 5 10 15
Val His Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys
20 25 30
Pro Gly Ser Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Leu Phe
35 40 45
Thr Thr Tyr Trp Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu
50 55 60
Glu Trp Met Gly Glu Ile Ser Pro Thr Asn Gly Arg Ala Tyr Tyr Asn
65 70 75 80
Ala Arg Phe Lys Ser Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser
85 90 95
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val
100 105 110
Tyr Tyr Cys Ala Arg Ser Phe Gly Asn Tyr Glu Phe Ala Tyr Trp Gly
115 120 125
Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
130 135 140
Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
145 150 155 160
Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
165 170 175
Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
180 185 190
Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
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Pro
Lys
225
Asp
Gly
Ile
Glu
His

305
Arg

Glu

Tyr

Leu

385

Trp

Val

Asp

His

Pro
465

<210> 51

Ser
210

Pro

Pro

Ser

290

Asn

Val

Glu

Lys

Thr

370

Thr

Glu

Leu

Lys

Glu

450
Gly

195

Ser

Ser

Thr

Ser

Arg

275

Pro

Ala

Val

Thr
355

Leu

Ser
Asp
Ser
435

Ala

Lys

<211> 467
<212> PRT
213> NLR3

Ser

Asn

His

Val

260

Thr

Glu

Lys

Ser

340

Ile

Pro

Leu

Asn

Ser

420

Leu

Leu

Thr

Thr

245

Phe

Pro

Val

Thr

Val

325

Ser

Pro

Val

Gly

405
Asp

His

Gly

Lys

230

Leu

Glu

Lys

Lys

310

Leu

Lys

Lys

Ser

Lys

390

Gln

Gly

Gln

Asn

Thr
215
Val
Pro
Phe
Val
Phe
295
Pro
Thr
Val
Ala
Arg
375
Gly
Pro
Ser

Gln

His
455

200
Gln

Asp

Pro

Pro

Thr

280

Asn

Arg

Val

Ser

Lys

360

Asp

Phe

Glu

Phe

440
Tyr

Thr
Lys
Cys
Pro
265
Cys
Trp
Glu
Leu
Asn
345
Gly
Glu
Tyr
Asn
Phe
425

Asn

Thr

80

Tyr
Lys
Pro
250

Lys

Val

Glu

His

330

Gln

Leu

Pro

Asn

410

Leu

Val

Gln

Ile
Val
235
Ala
Pro
Val
Val
Gln
315
Gln
Ala
Pro
Thr
Ser
395
Tyr
Tyr

Phe

Lys

Cys

220

Glu

Pro

Lys

Val

Asp

300

Tyr

Asp

Leu

Arg

Lys

380

Lys

Ser

Ser

Ser
460

205

Asn

Pro

Glu

Asp

Asp

285

Asn

Trp

Pro

Glu

365

Asn

Ile

Thr

Lys

445

Leu

Val

Lys

Leu

Thr

270

Val

Val

Ser

Leu

Ala

350

Pro

Gln

Ala

Thr

Leu

430

Ser

Ser

Asn

Ser

Leu

255

Leu

Ser

Glu

Thr

Asn

335

Pro

Gln

Val

Val

Pro

415

Thr

Val

Leu

His

Cys

240

Met

His

Val

Tyr

320

Gly

Ile

Val

Ser

Glu

400

Pro

Val

Met

Ser
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£220>
<223> ANtk EBE

<400> 51

Met Gly Trp Thr Leu Val

1
Val

Pro
Thr
Glu
65

Ala
Thr
Tyr
Gln
Val
145
Ala
Ser
Val
Pro
Lys
225
Asp

Gly

Ile

His
Gly
Thr
50

Trp

Arg

Ala

Gly
130
Phe
Leu
Trp
Leu
Ser
210
Pro
Lys

Pro

Ser

Ser

Ala

35

Tyr

Met

Phe

Tyr

115

Thr

Pro

Asn
Gln
195
Ser
Ser
Thr

Ser

Arg
275

Gln
20

Ser
Trp
Gly
Lys
Met
100
Ala
Leu
Leu
Cys
Ser
180
Ser
Ser
Asn
His
Val

260
Thr

5
Val

Val
Met
Glu
Ser
85

Glu
Arg
Val
Ala
Leu
165
Gly
Ser
Leu
Thr
Thr
245

Phe

Pro

Gln
Lys
His
Ile
70

Arg
Leu
Ser
Thr
Pro
150
Val

Ala

Gly

Lys
230
Cys

Leu

Glu

Phe

Leu

Val

Trp

95

Ser

Val

Ser

Phe

Val

135

Ser

Leu

Leu

Thr

215

Val

Pro

Phe

Val

Leu
Val
Ser
40

Val
Pro
Thr
Arg
Gly
120
Ser
Ser
Asp
Thr
Tyr
200
Gln
Asp
Pro

Pro

Thr
280

Phe
Gln
25

Cys
Arg
Thr
Ile
Leu
105
Asn

Ser

Lys

Ser
185
Ser
Thr
Lys
Cys
Pro

265
Cys

81

Leu
10

Ser
Glu
Gln
Asn
Thr
90

Arg
Tyr
Ala
Ser
Phe
170
Gly
Leu
Tyr
Lys
Pro
250

Lys

Val

Leu

Ala

Ala

75

Arg

Ser

Glu

Ser

Thr

155

Pro

Val

Ser

Tle

Val

235

Ala

Pro

Val

Ser

Ala

Ser

Pro

60

Asp

Asp

Phe

Thr

140

Ser

Glu

His

Ser

Cys

220

Glu

Pro

Lys

Val

Val
Glu
Gly
45

Gly
Ala
Thr
Asp
Ala
125
Lys
Gly
Pro
Thr
Val
205
Asn
Pro
Glu

Asp

Asp
285

Thr
Val
30

Tyr

Gln

Ser

Thr

110

Gly

Gly

Val

Phe

190

Val

Val

Lys

Leu

Thr

270
Val

Ala
15
Lys

Leu

Gly

Ile
95
Ala

Pro
Thr
Thr
175
Pro
Thr
Asn
Ser
Leu
255

Leu

Ser

Gly
Lys
Phe
Leu
Asn
80

Asn
Val
Gly
Ser
Ala
160
Val
Ala
Val
His
Cys
240
Gly

Met

His
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Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
290 295 300
His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
305 310 315 320
Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
325 330 335
Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
340 345 350
Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
355 360 365
Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
370 375 380
Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu
385 390 395 400
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
405 410 415
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
420 425 430
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
435 440 445
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
450 455 460
Pro Gly Lys
465
<210> 52
211> 118
<212> PRT
213> /P
<400> 52
Gln Val Gln Leu Leu Gln Pro Gly Ala Glu Leu Val Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ala Cys Lys Ala Ser Gly Tyr Leu Phe Thr Thr Tyr
20 25 30
Trp Met His Trp Leu Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45
Gly Glu Ile Ser Pro Thr Asn Gly Arg Ala Tyr Tyr Asn Ala Arg Phe
50 55 60
Lys Ser Glu Ala Thr Leu Thr Val Asp Lys Ser Ser Asn Thr Ala Tyr
65 70 75 80
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Met Gln Leu Ser Ser Leu Thr Ser Glu Ala Ser Ala Val Tyr Tyr Cys

85 90 95
Ala Arg Ser Phe Gly Asn Tyr Glu Phe Ala Tyr Trp Gly Gln Gly Thr
100 105 110
Leu Val Thr Val Ser Val
115
<210> 53
211> 118
<212> PRT
213> AL
<220>
<223> AN EHER] AR X
<400> 53
Glu Val Gln Leu Leu Glu Ser Gly Ala Glu Ala Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Leu Phe Thr Thr Tyr
20 25 30
Trp Met His Trp Val His Gln Ala Pro Gly Gln Arg Leu Glu Trp Met
35 40 45
Gly Glu Ile Ser Pro Thr Asn Gly Arg Ala Tyr Tyr Asn Ala Arg Phe
50 55 60
Lys Ser Arg Val Thr Ile Thr Val Asp Lys Ser Ala Ser 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 Ser Phe Gly Asn Tyr Glu Phe Ala Tyr Trp Gly Gln Gly Thr
100 105 110
Leu Val Thr Val Ser Ser
115
<210> 54
<211> 118
<212> PRT
213> NP3
<220>
223> NP EHER] AR [X
<400> 54
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Leu Phe Thr Thr Tyr
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20 25 30
Trp Met His Trp Val Arg Gln Ala Pro Gly Gln Arg Leu Glu Trp Ile
35 40 45
Gly Glu Ile Ser Pro Thr Asn Gly Arg Ala Tyr Tyr Asn Ala Arg Phe
50 55 60
Lys Ser Arg Val Thr Ile Thr Arg Asp Thr Ser Ala Ser 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 Ser Phe Gly Asn Tyr Glu Phe Ala Tyr Trp Gly Gln Gly Thr
100 105 110
Leu Val Thr Val Ser Ser
115
<210> 55
211> 118
<212> PRT
213> NLF3
<220>
223> NP EHER] AR X
<400> 55
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Leu Phe Thr Thr Tyr
20 25 30
Trp Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Glu Ile Ser Pro Thr Asn Gly Arg Ala Tyr Tyr Asn Ala Arg Phe
50 55 60
Lys Ser Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser 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 Ser Phe Gly Asn Tyr Glu Phe Ala Tyr Trp Gly Gln Gly Thr
100 105 110
Leu Val Thr Val Ser Ser
115
<210> 56
<211> 118
<212> PRT
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213> NLF5
<220>

<223> ANJFALEFE R AR [X

<400> 56
Gln Val Gln Leu
1
Ser Val Lys Val
20
Trp Met His Trp
35
Gly Glu Ile Ser
50
Lys Ser Arg Val
65
Met Glu Leu Ser

Ala Arg Ser Phe
100

Leu Val Thr Val
115

<210> 57

211> 239

<212> PRT

<213> /MFEIR

<400> 57

Met Val Ser Ser

1

Gly Thr Arg Cys

20

Val Ser Leu Gly
35

Leu Val Asn Ser

50

Pro Gly Gln Ser

65

Ser Gly Val Pro

Thr Leu Lys Ile
100

Val
5
Ser
Val
Pro
Thr
Arg
85

Gly

Ser

Ala

Asp

Asp

Asn

Pro

Asp

85
Ser

Gln

Cys

Arg

Thr

Ile

70

Leu

Asn

Ser

Gln
Val
Gln
Gly
Lys
70

Arg

Arg

Ser

Glu

Gln

Asn

95

Thr

Arg

Tyr

Phe
Val
Ala
Asn
55

Leu

Phe

Val

Gly
Ala
Ala
40

Gly
Arg

Ser

Glu

Leu
Met
Ser
40

Thr
Leu

Ser

Glu

Ala
Ser
25

Pro
Arg
Asp

Asp

Phe
105

Gly
Thr
25

Tle
Phe
Ile

Gly

Ala
105

85

Glu
10

Gly
Gly
Ala
Thr
Asp

90
Ala

Leu
10

Gln
Ser
Leu
Tyr
Ser

90
Glu

Val
Tyr
Gln
Tyr
Ser
75

Thr

Tyr

Leu
Thr
Cys
Gln
Lys
75

Gly

Asp

Lys
Leu
Gly
Tyr
60

Ile

Ala

Trp

Leu
Pro
Arg
Trp
60

Val

Ser

Leu

Lys
Phe
Leu
45

Asn
Asn

Val

Gly

Leu
Leu
Ser
45

Tyr
Ser

Gly

Gly

Pro
Thr
30

Glu
Ala
Thr

Tyr

Gln
110

Cys
Ser
30

Arg
Leu
Leu

Thr

Leu
110

Gly
15
Thr

Trp

Arg

Ala

Tyr

95
Gly

Phe
15

Leu

Gln

Gln

Arg

Asp

95
Tyr

Ala

Tyr

Met

Phe

Tyr

80

Cys

Thr

Gln
Pro
Ser
Lys
Phe
80

Phe

Phe
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Cys Ser Gln Ser Thr His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys
115 120 125
Leu Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro
130 135 140
Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
145 150 155 160
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp
165 170 175
Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp
180 185 190
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys
195 200 205
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln
210 215 220
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230 235
<210> 58
211> 239
<212> PRT
213> NILFP3
<220>
223> NV sE
<400> 58
Met Val Ser Ser Ala Gln Phe Leu Gly Leu Leu Leu Leu Cys Phe Gln
1 5 10 15
Gly Thr Arg Cys Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro
20 25 30
Val Thr Leu Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Arg Gln Ser
35 40 45
Leu Val Asn Ser Asn Gly Asn Thr Phe Leu Gln Trp Leu Gln Gln Arg
50 55 60
Pro Gly Gln Pro Pro Arg Leu Leu Ile Tyr Lys Val Ser Leu Arg Phe
65 70 75 80
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe
85 90 95
Thr Leu Thr Ile Ser Arg Val Glu Ala Glu Asp Val Gly Ile Tyr Phe
100 105 110
Cys Ser Gln Ser Thr His Val Pro Pro Thr Phe Gly Gln Gly Thr Lys
115 120 125
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Val Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro
130 135 140
Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
145 150 155 160
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp
165 170 175
Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp
180 185 190
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys
195 200 205
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln
210 215 220
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230 235
<210> 59
211> 239
<212> PRT
213> NLF3
<220>
223> NJifbrsE
<400> 59
Met Val Ser Ser Ala Gln Phe Leu Gly Leu Leu Leu Leu Cys Phe Gln
1 5 10 15
Gly Thr Arg Cys Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser
20 25 30
Val Thr Pro Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Arg Gln Ser
35 40 45
Leu Val Asn Ser Asn Gly Asn Thr Phe Leu Gln Trp Tyr Leu Gln Lys
50 55 60
Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Lys Val Ser Leu Arg Phe
65 70 75 80
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
85 90 95
Thr Leu Lys Ile Ser Arg Val Glu Pro Glu Asp Val Gly Val Tyr Tyr
100 105 110
Cys Ser Gln Ser Thr His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys
115 120 125
Val Glu Val Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro
130 135 140
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Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
145 150 155 160
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp
165 170 175
Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp
180 185 190
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys
195 200 205
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln
210 215 220
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230 235
<210> 60
211> 239
<212> PRT
213> NLFF3
<220>
223> NFA R 5
<400> 60
Met Val Ser Ser Ala Gln Phe Leu Gly Leu Leu Leu Leu Cys Phe Gln
1 5 10 15
Gly Thr Arg Cys Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro
20 25 30
Val Thr Leu Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Arg Gln Ser
35 40 45
Leu Val Asn Ser Asn Gly Asn Thr Phe Leu Gln Trp Phe Gln Gln Arg
50 55 60
Pro Gly Gln Ser Pro Arg Arg Leu Ile Tyr Lys Val Ser Leu Arg Phe
65 70 75 80
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Asp Thr Asp Phe
85 90 95
Thr Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr
100 105 110
Cys Ser Gln Ser Thr His Val Pro Pro Thr Phe Gly Gln Gly Thr Lys
115 120 125
Leu Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro
130 135 140
Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
145 150 155 160
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Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp
165 170 175
Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp
180 185 190
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys
195 200 205
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln
210 215 220
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230 235
<210> 61
211> 239
<212> PRT
213> NLF3
<220>
223> NFARHE
<400> 61
Met Val Ser Ser Ala Gln Phe Leu Gly Leu Leu Leu Leu Cys Phe Gln
1 5 10 15
Gly Thr Arg Cys Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser
20 25 30
Val Thr Pro Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Arg Gln Ser
35 40 45
Leu Val Asn Ser Asn Gly Asn Thr Phe Leu Gln Trp Leu Leu Gln Lys
50 55 60
Pro Gly Gln Pro Pro Gln Leu Leu Ile Tyr Lys Val Ser Leu Arg Phe
65 70 75 80
Ser Gly Val Pro Asn Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
85 90 95
Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr
100 105 110
Cys Ser Gln Ser Thr His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys
115 120 125
Val Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro
130 135 140
Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
145 150 155 160
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp
165 170 175

89



CN 109071675 A

.l

3

53/55 T

Asn Ala Leu Gln
180
Ser Lys Asp Ser
195
Ala Asp Tyr Glu
210
Gly Leu Ser Ser
225
<210> 62
211> 112
<212> PRT
213> /MFER
<400> 62
Asp Val Val Met
1
Asp Gln Ala Ser
20
Asn Gly Asn Thr
35
Pro Lys Leu Leu
50
Asp Arg Phe Ser
65
Ser Arg Val Glu

Thr His Val Pro
100

<210> 63

211> 112

<212> PRT

213> NP3

<220>

Ser

Thr

Lys

Pro

Thr

Ile

Phe

Ile

Gly

Ala

85

Pro

Gly

Tyr

His

Val
230

Gln
Ser
Leu
Tyr
Ser
70

Glu

Thr

<223> NP2 5E R AR X

<400> 63

Asn
Ser
Lys

215
Thr

Thr
Cys
Gln
Lys
55

Gly

Asp

Phe

Ser
Leu
200
Val

Lys

Pro
Arg
Trp
40

Val
Ser

Leu

Gly

Asp Ile Val Met Thr Gln Thr Pro

1

5

Gln Pro Ala Ser Ile Ser Cys Arg

20

Gln
185
Ser

Tyr

Ser

Leu
Ser
25

Tyr
Ser
Gly

Gly

Gly
105

Leu

Ser
25

Asn Gly Asn Thr Phe Leu Gln Trp Leu

90

Glu Ser

Ser Thr

Ala Cys

Phe Asn
235

Ser Leu
10
Arg Gln

Leu Gln

Leu Arg

Thr Asp
75

Leu Tyr

90

Gly Thr

Val
Leu
Glu

220
Arg

Pro
Ser
Lys
Phe
60

Phe

Phe

Lys

Thr
Thr
205
Val

Gly

Val
Leu
Pro
45

Ser

Thr

Leu

Ser Leu Pro Val

10

Arg Gln Ser Leu

Glu
190
Leu

Thr

Glu

Ser
Val
30

Gly
Gly
Leu

Ser

Glu
110

Thr

Val
30

Gln Gln Arg Pro Gly

Gln

Ser

His

Cys

Leu
15

Asn

Gln

Val

Lys

Gln

95
Ile

Leu
15

Asn

Gln

Asp

Lys

Gln

Gly
Ser
Ser
Pro
Ile
80

Ser

Lys

Gly

Ser

Pro
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35

Pro Arg Leu Leu Ile Tyr

50

Asp Arg Phe Ser Gly Ser

65

70

Ser Arg Val Glu Ala Glu

85

Thr His Val Pro Pro Thr

<210> 64
211> 112
<212> PRT

100

213> NLF3

<220>

<223> NP EER] AR [X

<400> 64

Asp Ile Val Met Thr Gln

1
Gln Pro Ala

Asn Gly Asn
35
Pro Gln Leu
50
Asp Arg Phe
65
Ser Arg Val

Thr His Val
<210> 65

211> 112
<212> PRT

5
Ser Ile
20
Thr Phe

Leu Ile

Ser Gly

Glu Pro
85

Pro Pro
100

213> N3

<220>

Ser
Leu
Tyr
Ser
70

Glu

Thr

<223> NP2 HE R AR X

<400> 65

Lys
55
Gly

Phe

Thr

Cys

Gln

Lys

hh
Gly

Phe

40
Val

Ala

Val

Gly

Pro
Arg
Trp
40

Val
Ser

Val

Gly

Ser Leu Arg

Gly

Gly

Gln
105

Leu
Ser
25

Tyr
Ser
Gly

Gly

Gly
105

Thr

Ile
90
Gly

Ser
10
Arg

Leu

Leu

Thr

Val

90
Gly

Asp
75
Tyr

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Phe
60

Phe
Phe

Lys

Ser

Ser

Phe
60
Phe

Tyr

Lys

45

Ser

Thr

Val

Val

Leu

Pro

45

Ser

Thr

Cys

Val

Gly

Leu

Ser

Glu
110

Thr
Val
30

Gly
Gly
Leu

Ser

Glu
110

Val

Thr

Gln

95
Ile

Pro
15

Asn

Gln

Val

Lys

Gln

95
Val

Pro
Tle
80

Ser

Lys

Gly
Ser
Ser
Pro
Ile
80

Ser

Lys

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

1

5

91

10
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Gln Pro Ala

Asn Gly Asn
35
Pro Arg Arg
50
Asp Arg Phe
65
Ser Arg Val

Thr His Val
<210> 66

211> 112
<212> PRT

Ser Ile Ser

20

Thr Phe Leu

Leu Ile Tyr

Ser Gly Ser
70

Ala Glu

85
Pro Thr

Glu

Pro
100

213> N5

<220>

<223> NP EREER] AR [X

<400> 66
Asp Ile Val
1
Gln Pro Ala
Gly Asn
35

Leu

Asn

Gln
50
Arg Phe

Pro

Asn
65

Ser Arg Val

Thr His Val

Thr Gln
5
Ile Ser

Met

Ser
20
Thr Phe Leu

Leu Ile Tyr

Gly Ser
70

Ala Glu

85

Pro Thr

Ser

Glu

Pro
100

Cys
Gln
Lys
55

Gly

Asp

Phe

Thr
Cys
Gln
Lys
55

Gly

Asp

Phe

Val

Ser

Val

Gly

Pro

Arg

40

Val

Ser

Val

Gly

Ser Arg Gln
25
Phe

Gln Gln

Ser Leu Arg

Thr Asp
75

Tyr

Asp

Leu
90
Gly

Gly

Gln
105

Thr

Ser Leu
10

Arg

Leu

Ser Gln

25
Leu

Leu Gln

Ser Leu Arg

Gly Thr Asp
75
Leu
90

Gly

Gly

Gly Thr

105

92

Ser

Phe
60
Phe

Lys

Ser

Ser

Lys

Phe

60

Phe

Tyr

Lys

Leu
Pro
45

Ser

Thr

Leu

Val

Leu

Pro

45

Ser

Thr

Val

Val

30

Gly

Leu

Ser

Glu
110

Thr

Val

30

Gly

Leu

Ser

Glu
110

Asn

Gln

Val

Arg

Gln

95
Ile

Pro
15

Asn

Gln

Val

Lys

Gln

95
Ile

Ser
Ser
Pro
Ile
80

Ser

Lys

Gly
Ser
Pro
Pro
Ile
80

Ser

Lys
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