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(1) S BRI B A DA RO R T IR ENPP 324 711) , AT V697 BT 324X 2 (1) BT Ik 40 B0 Jik 55
[0129]  7E N 55— TJ7 11, A A FFWIRHEAE T — P FH Tk 20 A0/ BT BT7 i 40 JE Sh Ik 9 1
ARG A Bl fikorb i P LA o 3 B 4t J 1R 7 %, BT 5 VR LS R 8 A ENPP3ZY
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T B K SRR BT IR 52 3035 BNk, A BT I FELN 9 52 2895 e B R LA R R TR i
ENPP3Z551] , AT 98/ A0/ BRI ik 52 1035 1 ik 0 J B0 ik A B i L 7P i JUL &4 A 8 5 11
.

[0130]  ZEARSCHTIA AR J7 v — L8 SE 5 o, BT id 323 B TT T TVIHER TVIH L TTT
A JE BRI -

[0131]  7E 55— J5 T » A A TFRFAELE T —F B T $0 ) 5l gd 22 520 1 TTTHA 40 A 21 ik
P95 1) TV I A1 JE 3 Bk e g 3 e 140 92 » i 7 5 0.3 < 4 4R 78 A ENPP3 25 7 (M Bl Ik SC RN
Frid 524838 1 3 ik b, A BT AN 19 S B3R5 T B s DA 5 R U IR ENPP 1 2571, AN T 417
il A/ B Ik 52 X3 1 T LT A0 F 20 Rikoze s v) TV &0 J&) 20 fikose g 12t Jg

[0132]  FEARSCHTIR FIEART 51k i) — L st 9 o, B i 52 303 S8 DL 0 % 3l Bk 076
[0133]  FEARSCHTIR AT AR 5 i 1) — e Sy o , FiTad 32 43 58 T 22 07

[0134]  FEARSCHTIR AT AR 5 v 1) — e Sy o , ik 32 43 8 A B JHE 207

[0135]  #E S5 — 7T » AR A FFWRFELE T — i FH T8 Fn /B B f8 A 75 ZE7E 40 FE sl ik
AT AN R 0T R 1) 52 33 1 B A1 FE 0 Rk L T L0 i 3 ) 3 e 1 v B
IR 52 4R 3 BB AN BTk , BT Id T VR LS < F R 8 A ENPP3 24 771 B sl ik S ZAE N i ik
SR W B K A, A TR AN 9 52 2R B B R DA A KR R TR IR ENPP 3 24 711) 5 T Jik /b
0/ BT BT i 520 10 ik &0 ) 2 Jk B0 AR5 A A Ak 1) i 3 &1 JE 3 ok H fL 5 T 3 JUL 4
it 254 5 1 3 e

[0136]  FEARSCHTIA FIAE A J5 v 10— S8 ST o v , 76 Firidk SRR 2 11 SRR/ 82 5 it
TR 255

[0137]  FEASCHTIR I 57 o AT AR J7 v 0 — S St ], BT i 75 B AR R B9 IR A2 £
TS AT AR B B ik A s A e i sl ik S 28 51 AR

[0138] A SCHTIR I 535 Hp AT AR J7 V2 i — e s it ] A , ik 75 B2 Rtk |l T e A7
FIT i 2 ik Hh s B 3 It =X B0 ik S B i 51 R 1 5 BT I 3 It 3 30 ik S BRI B 1 BT IRENPP 3 24 57
ZAMNPRTT 7

[0139]  ZEARSCRHTIR PATAR 7 vk 1) — Le SEHE 5] o , BiTid 521038 A~ S ENPP LR = 4

[0140]  ZEA ST IA 1 77 30 v IR AT AR 75 V6 1 — S8 S it 5] v, BT IR ENPP 1 24 7 L FEENPP3 £
Rk

(01411 ZEARSCHEIR (PIATAR T 15 (1) — LE ST 51 7 , ENPP3 24 714 FE Gm I ENPP 1 22 Bk A% TR -
[0142]  FEZARSCHTIR I 515 Hp AT AR J7 V2 0 — e S it 5] A , BT iR ENPP 3 24 771 B 46 8 3 4804
JIr i 73 5 B AR 5 S ASENPP3 22 IR A R

[0143]  ZEARSCHTIA B 7745 b AT AT J5 3k () — S8 st 5l v, B iRENPP3 22 kB G ENPP 3 111 g
AP RE

[0144]  FEARSCHTIR I 775 R AT AR J7 V21— LE St 491 1 , BT IRENPP3 2 K BLFHENPP 3 (1) i
2B 3

[0145]  ZEASCRTIR (1) 77 9% AT AR] 77 v (1) — Se s e 5 vF , BT iRENPP3 2 K F5SEQ 1D
NO: THI R FEPR49 5875,

[0146]  FEASCRTIA B 77 ¥ A BT AR 7 v — Se Szt fg) v, FITRENPP3 22 PR 5 IR AR A o
[0147]  FEASCHTIAR (1) 75 15 A AT AR J7 V0 00— SE s it ) B i 5 58 (1 48 n BT IR ENPP3
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Z IRAE FLBh PR N G EA 1 5 1

[0148]  FEASCHId 09 77 V2 AT AR] 5 v 1 — S8 s 5] vp , BT i SR B A N S Bk B 1 0
T HIFcX .

(01491 FEASC R 0977 V2 AT AR] 5 vE i — Lo st 5] vh , BT iR S BR 82 1 4 T 9 1G5y
T

[0150]  FEASCRTIR I 53 Hh AT AR] 5 vk 1 — S8 St 5] b, Fridk SR B A B EH 7 T
[0151] 7R SCAT IR 1 77 35 Hp AT AR] 5 32 1 — e st 451 v, BT IR S 2 (1 4 31 BT IR ENPP 3
EQINNE 2% N

[0152]  FEASCHTIR I 51 AR AT AR] 5 v i — S8 St ] -, BT iR ENPP3 26 751 6 23k
[0153] YRR SCAT IR B 77 v HR AT AR 5 v 1 — e st 451 v 5 BT IR B2 S 4 BT IRENPP 3 % Jik Al
Frid R 2 53

[0154]  FE AR STl 1 J5 v v (AT ART 7 Vv 1 — S8 st 9 v, BT iR B2 Sk B0 4 DL N R A R 7
H): (GGGGS) n, H A A1 2 101154

[0155] ¥R SCAT IR 1 77 75 HR AT AR] 5 ¥ 1 — e st 451 v, BT IR ENPP3 24 71 B2 1 it FH - Al
B2

[0156] 75 SCAT IR 1 77 7% HR AT AR 5 v 1 — e S it 451 w5 BT IR ENPP 3 24 741) &t Jik P s FH T
PR 52 # .

[0157]  FEAR ST IR WAEAT] 77 3 1 — LL SETt 5 v, ik 5230« 2 IO BB A e if s i
A R I B H I = KT T B R S R R IR

[0158] AR LA T VEAR IR AR R A5, A 0 ) B R AR AL s B 2 WL

B (=1 5% BR

(01591 [ 12 ST ARME N 5 B8 LA R AN S5 42 I B8 I 1078 36 5 AR 41 £ B ARSR PR VR 3 ik B 5 ) —
A BT o PRSI G 7R T H S5 425K (1 Y JIRIE BE 1T 3 S50 PR BRAR X T 28 14 A 1
BILANA AR A2 N AE FIENPPL-Fedf I s fE 55 14 R 5 2842 R 2 (8], L BITR
SRS J LB B B A o U8 A SCERAK B FAN T 30 FAE R 5K IR A o AR T AR IR
[0160]  P&27& SO N I 55 14 R AN 55 42 K38 6 2440 T Wi 2394 (0CT) A AR MR
K ER K — R - PR IS s 7 T3 14 R E TR A 542 R IR Bl ik
BB R 2 48 )5 FREL 22 R L AE HENPP L -Fedf I Ish PR, £ 58 14 R 5 5842 R 2 [ WL 5 1R D
AL H A B o A2 R I IR R R H SRR TR AR AR

[0161]  [¥352 5% B I, #i%: 1 FHENPP1-Fe (J697) Bi4a 5 B7x e G ) 1697 & £ 28 14
KA ALK IR A kP A= TR 23 b, s s OCT I & 1

[0162]  [RAAZAE R IR SCHAFAE N &P B PR A (K 3h K A A T« P9 B 1238 5 AR T L
AR 141 2 5B K A 5202 18] 1 [ 25 5 e o P B2 127 R /INZ T 16 ] DL ~F- 1 L4 i 14 2%
5 » TR T LA 2R Ja w] LUIE RS 230 ik A i 20 mh I HLE 45 08 B A P B 18 , P it [P B ] fig
#8 73 B e 4 BHL2E Y 1 20 , RIVEEAE Ui I BRI AR SR P 6 03I IR) AE S Bk 10RO EL 1 R T 78 S 2R
21 LAORFFBIIK N JEE203T T B2 it B 4B & A7 ¥ 7 SO 2R 221 Zh K 10 A A SR B AT
B BT AN B 1k FE AR A VR A &, GNENPP 1245716555 (1 /2 24 « 18 1 F
HAIIR)Z 240528, w] DL/ BOH BR B AA s B A B2 127 (3R 1160 T34, 19 PR el %
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PR/b 7 I T LA B 14 B B 5 = AR 1 A B8, W E4A R R

BASLiEA

[0163] & X

[0164]  BRAE 5 A€ S, 5 WIASAE F I B G BORARE AR 2R TE BA 5 AR T 8 S
(100357 T AN 73 36 5 BT S AR 0 3 SO [R) PR B S o RV 2 A T 19 S e sl X Hp v DA R 2%
LT B [F) T A ST it B AR L8 7 VAR R RATART VA AR R AR 2 F IR T AR IR T v A
o

[0165]  Jh [ ifAEAC ., “NPP1” A1 “ENPP1” & $5 AH [F) 8 1 B HL T fE A SO B A - s
SCHTASE I AR5 “ENPPLER 7 B “ENPP1 2 K7 J2 i FHENPP 122 K] 4w it (1) B 1% V) EIATP LA = 2E
PP 1 HiR /b R 2R A 1) e 6 5 A0 1) AN TR AR W IR i il / B R — IR - 15 11

[0166]  ENPP1&x H A TTALES b 2 1 7 U1 2 MR , Frid i) 60 3 A% 1 R A A 1 TR A
(R B8 TR — T D B A TR I A T TR M (1) 5 Tl TR IS B ENPP 1 2 13 F A 125 B 5 ) 30 ] 3 12
it b &5 Ra 35k o D 9 5 A S A 0 — 25 Al 90 SR AR A o B ) 3 A 65 A R A% TR il 45
. By A RUENPP L) 7 31 Fl 25 84 £ Braddock S8 N FIPCT HHIG A FFEEW0 2014/1269655 HH 14
FIR , B B & R I 5| B DAL AR R N RS

[0167]  4nASCFrAdt FH A, ENPP 1 22 Jik o 55 2 30 HE ENPP 1 E 12 7% 14 1) 22 IK . OR BEENPP 1 B2 v
4 [JENPP 175 44 \ENPP 1 BRENPP 142 4 [ 40, 75 2 B tH ENPP 1 il {12 37 14 () 5k 2R A2 44 1) - B . ENPP 1
P12 7% 14 A2 FEENPP 1 22 KW = B R R (ATP) D)1 Rl i 3% A2 W R s (PP1) FORE /1, 4 R STl
Fai .

[0168] Wi SCHT T, ENPP3 22 K i 2 I HS ATP ) 1 B v 1 11 22 Ik L (R R ATP U B B A2
T TEIENPP3 R AR AR A0 75 I H ATP ) 31 A1 i P (1) 5l 2K A2 AR FRTENPP 3 Jv Bt BRENPP 378 44
ATPY) B 15 1 2 FRENPP3 2 K — BB IR EF (ATP) DI s e £E MR g (PP1) I RE /T, 1
TR .

[0169]  ENPP1Z Ik ANENPP3 2 Jik | H: S AR A B 98 A8 1k F B (1) — e S5 S i CL/EBraddock 55
N E FRPCT 1475 A JT585W0/2014/1269655 \Braddock i) 55W0,/2016/1874085 . Braddock %
ANHIEEW0/2017/087936°5 FfiBraddockZE N ZEW02018/027024 5 R ik , BTid STk of ) 4=
N AT 5] AR AR AT .

[0170]  S&T-ENPP1Z K EKENPP3 2 K ¥ “BiE (2 35 147 9 2 XA ATP /K i vif P Ak 2 s AMP A
PPi A/ B AP3asK fift b FE B ADPFTAMP . NPP L FINPP3 5 T- 44 ATP /K fif FRAMPFIPP1 o NPP1 [ Fa 75
KECEEEH 2 (the steady-state Michaelis-Menten enzymatic constant) & ¥ FHATP/E
N TR 58 1R o NPP 1A LA 3 %) B 52 S FRTHPLC 3 7 8 I 9 W EIATP , 3 HLR M AN [ 87 7= 4
(1) 73 2 18 3k A FHATP L AMPFIADPARVEE it B DA 1) o £E B 7= I AMP R AR I 1B 0 , ATP S AE
AEALENPP L) A7 L T [ B 8] B0 AR A% 110 B e o 1568 FH & Pk P2 BIATP IR , FEAEAEATP IS 0L T 15
FI| 7 NPPLIIHI UG 2 B, F H AR A 21 i 28 A DA1S 21 B2 1 26 3 40 72 2B 3pH |, NPP1
(150 7 550 2 B 9 Km= 144uM3t: Hkcat=7.8s ',

01711 4nA SRR 8, AR TE “I R BB ER IR (PP1) ZK-F 22 48 304 0 5 Hh A7 A 1) A5 1
PR TG 1) & o 75 S e S5 b, S8 3 KRR S /ANER S I N AR R AR A R R T =
PPi 77 20, Hod 2z — s i B A B0 B R H - IR %) B (UDPG) FE R RR AL (Lust&
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Seegmiller, 1976, G IR FFH (Clin.Chim.Acta) »66:241-249;Cheung&Suhadolnik,
1977, {42 (Anal .Biochem.) »83:61-63) 4T HIEG/E I 5E »
[0172] 3@, il R N 52l 1 L PP 1 7K1 78 Bl 9 249 1um 22 2] 3uM, /£ — 2845 5 R /v T
1-2um2 [8] o 84 ENPP 12k i fea 1 32 05 01 ) TR I 1 A pp 1 7K1, BT 7K~ Y | B AR
KPR E A 10% b IEH KPR ZE 220 % L Eb IE# KPR E 230 % < b 1E K TR 2 2
40% LU IEH KPR ZE D50 % B IEH KPR Z 2060 %  bE IE 5 KR B A 70 % B IEH K
PARZEA80% LA R A A 7R A ) L4 S Bl keS 1k (GACT) [ 38, K Mpp i /KK T
Lum, 3 HAE — 215 00 AR TR I 7K o 78 A 5 1 2 4R 2 (PXE) 238 A, ppi KPS
F0.5um. (BRKEBFEAEAL | MLAE T AN L 2E Y2~ (Arterioscler Thromb Vasc Biol.) )
20144F9 H534(9) :1985-9;Braddock®s A\, { H 2R i #l (Nat Commun) ).2015;6:10006.)
[0173]  WARSCRT(E I, RiE “PP1” 2 $a TEHLEE R TS -
[0174]  WIZARSCHT A, ARTE “B88” B =" L 07 B “RAR” 2 T 4 A H 4 22 R A R e L i
GuiD ) 2 BKIP ThRE & T R IE (B B 1F) B R RAR , A LSRR NTE SURAR L 4
ANABRIG FERD AN e AT & 1k
[0175]  4pnASC R 19, AR “ENPPLET /A 7 2 48 HAB 5 K7 51 AL T-ENPP INA i Ak 1)
ENPP1. 7£ 5 H/KAEIT , MENPPIYIEIE 5 7 21 AR BLENPPLER o /T FH T A A FF W HI4E 5 K
FAREEEART BEAE ST RE ARG TF5ENPPIE 5 K751 \ENPP2(E 5 ik 7
1| \ENPPT/5 5 JIK /7 71 Al / B ENPPS 5 5 Ik 7 91«
[0176]  4nASC RS 1), A3 “ENPP3FT A 7 2 48 HAB 5 K7 B AL T-ENPP 3N A i Ak 1)
ENPP3 . 75 8% [ /K B » NENPP3Y) %1115 2 15 51 LR EENPP3 2R (1 . ] F T A A FF P 115 5 ik
AR EEART B EAE SKFI L RE ARG ST 5 ENPPLE 5 Ik 751 ENPP2(E 5
K7 51 \ENPPT/E 5 ik 5 31 il / BRENPP5SAE 5 K7 471
[0177]  WASCAERT , RiE“RERRE ST ZIBATEBANRERZNE K.
HAAE PR AP B 7P B FCAP3TER = 454 52 1 (HBP) Sy A A& A FHAZU 2L R 4 65
A i gmtS R E R RE T IKIZHBRF ZIMTRLTVLALLAGLLASSRA (SEQ 1D NO:42) 5
NPP 15 K BINPP3 5L (Kl (A% H IR T S il s PP IR AZ 1 IR T FAE 4% 2 f B 7 ZE ENPP LRI 4 52
BYENPP3FI MR8 F » (FH T 1 & 5 R IECHOANIE R I AR AL {5 5 Bk (Optimized signal
peptides for the development of high expressing CHO cell lines),KoberZE A\, {4
W AR R AW TR (Biotechnol Bioeng.) »20134E4 F:110(4) :1164-73) .
[0178] WAL A FH ), R ¥E “ENPP1-Fedd 44 248 5 1gG 4+ (PLikeh, ATgG) IFcRE,
A & Py B R A RN/ B4k S 2 (RS R A AN AR SN 2% 4 9 ) IFENPP (451411, ENPP1
(PR EE R o 78 B S 451 v, ENPP L1 CoR Bty 55 F e RE, A &5 M 38 RN R ity i 5 B A5
[0179] AR A, ARG “ENPP3-Fe M @A™ /2 48 5 1gGor 1 (PRt th, N TgG) FIFcRE: & 45
P B AH R A AN/ B S A (RS S A AR 6 ) IENPP3 o 78 5 £ 512 i 451]
i, ENPP1ICA Bty 5 F e R4S B 45 M3k RN Sy Rl 5 B8 5 o
[0180] WA ST H , RiE “Fe” /248 NG (% Bk E 1) Fe g s A8 1 TgGHIME A,
TgG1.1gG2. 1gG3 M T gGA FHEFc 5 M. “Fe X BiFe 2 k" & TgG4r F i 5 it TeGor T HI AR
T AL IR 1 AT 45 5 T B SR IR BB 4y o Fe X AL 4R TgG 2y T HiE i — A e it />
BE 1) — P [ CR Uity o BT IR Fe X AN LA T 45 636 M AE & B oK A3 o A T BAb I 45 A
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AL RCA R Fe 328, B & FeRn 324k s Fe Jr BE & A A 38 1H 8 S5 I CH2 (IR Kabat 4 5 R
40, N1gGL5kHE231-340) FIEE =48 2 45 M3 CH3 (B FE341-447) . RifE “TgCBEE-Fe X B,
“URBE-Fe B 4B 1260 T A HFelX (7R FE231-447) AR X (5%3£216-230) 24H B ) M Fe
X BN 3ty ZEfift (1) X o AR “PE 8 S5 M3 2 8 S P BRER [ 70 T I AR T BT il S % 3R a1 1Y)
THEPURE S AR B, AP AR X, B RS 2 LR 7 51 B35 55 o e 25 A IRy
A B I CHL 45 F38, . CH2 45 M3 AN CH3 45 #4338, LA J% 4% % (¥ CHL 5 A 458,

(01811 WA SCHT A, AR TE “ThEe S5 808 R WA SCHT A I S ENPP1ERENPP3 ) 41 (BA
SE X)) FeA F[RE I B4y S BENPP 1 BLENPP 3 i BEAR 13 1 R AR 103 M 1 22 K . FH T 5
AR TS AR BE R SRENPP 1 BENPP 3 A= W03 14 1 7 R B AR N R 2 B /I 3 B A & Bk
87 FH B SIZ 6350 43 R 4of P00 5 R RO AR 5 o LA St , ENPP 1B ENPP 3 0 388 3o 95 25 25 1A i3 %
(1) Th e S5 RO AR S FE AR A TFH

[0182]  ENPP1EYENPP3 ) 1)) e 55 203 424 43 Jull 55 R SRENPP 1 B{ENPP3 [R5 1) 22 Jik . ik “Iik
A BRI 35 K B & 3 5 AR T DA BT il (9 ENPP 1 BENPP3 3 41 (14 [] — P2 5 43 3 M
£/080% E/085%  F/090% FE /91 % FE92% . F/093% (E094%  F/095% B /b
96%  22/097%  &/98 % Bl 42 21>99 % INf f HAT) R FFEF A2 WENPP 1 BRENPP3 2 F AH XS T-ATP Y]
FIHE/D50% 55% 60 % 70% 80 % 590 %6 3 14 i 2 1 i 411

[0183] Py 22 ik 2 18] %) [] — PR B2 e A P AR ST R FE R N B3 T 32 2 Rk E LS A
TTET B ) o PR B R T 1) 2 1] 11 [R] — 14 £ 3k b e o fsf FHBLASTP 532 ((BLAST it
(BLAST Manual) »,Altschul,S.ZE A, & B 22 00 DU ZE IR A0 36 [ [ 57 T A e 36 [ [ 5K s 2
B 26 8 B K A AR (E Bty (NCBT NLM NTH Bethesda,Md.) 20894, Altschul ,S. %%
N T4 % (J Mol .Biol.) »215:403-410(1990) ) #5E [ , {H & 7] DLAg FH e 240
% AT A 7 BLASTHMIBLAST 2. 0LA & A ST ik Z HOR € 7 H1 [/ — 1% & 73 b o T AT
BLAST 23 7 ()84 vl e ik 52 [ [ XA EARAS B O AT 3RS

[0184]  ENPP1EKENPP3H “ThRESE R /K7 vl Ll B AR Z IR N % B ZEH T 407l = A=
ENPP1ECENPP 31 1 32 41 Al HH 19 536 0 - 52 1 A% P SRR AS o Bt 255 AR 4k ] DLd Tk
SHLEEHE , FTR TFRMLEEFEN T 200 7R 3R, W b Ja 07 e = M 22 1 3 383 4% 2 1 F 5
HLZH (enetics Computer Group,Madison,Wis) B 5 2 K2 ERAS9 . OF2 4L it &1 %) 25 1
T % M) “Human high.cod” .ENPP12 IR BRENPP3 2 Jik 1) A8 44 T £k B4 BF A BYENPP 1 5
ENPP3 % (A AH T F-ATPY) E i) 2 /050 % 55 % 60 % 70 % .80 % B{90 % iF 14 .

[0185]  GnARSCHT FH, ARAE “HF AR AL 48 MR SRATAE [ SR IR 7 59 100 5k DT B S (R =4 B AR
T B DR AR P B I 2 A IR, L DR e A 235 e+ oA ANPP 1ERNPP3 £ [K] () “1E % 1%,
B AE R TR AR 2 T RAE “DhRESERL” SR F8 A bl T 17 A 23 B IR B 256 DR = 4 B 7 7 471
A/ BT e 14 5T U7 Th R s g (R, B8 O ) IRNPP 1 BNPP 32 PR B (R 7 )« R SR A7 AE
(1) SRAR AR TT DA 73 50 5 1% e AR A A2 i Ik 5 B A 7Y 5 PR B 3 R P ) A Ll s L B B XU
PE (B & FE SR T H) X —HSLEE M .

[0186] 44 K& dn i | 477 4 IR () 25 v U & (R EL IS, QAR ST AT A <207 vk i 55 5 48 e (il
[+20% B +10% , AR LM +5% , HEF Gk H+1% , LA AT EAR R +0. 1% 2L, KA
R IE & T AT T AT T

[0187] WAL SE SUHY, RAE “H 737 & 46 v] LA S ENPP AR (4 5ENPP3 2 Bk LA sl A A 7% 42

21



CN 116406281 A W OB P 13/156 B1

H HAe e I T L AT i B2 10 8 1 TR PR AL 22 A BAE W) o T o 9 T, AR 43 vT DA TR
HELE L, IR R A E R RS ER (A A4-20MEFaspalglubk k) o 4E KENPP1 22 fik uk
ENPP3Z K1 - 2 A 4 7o 3 A0 1 — e B sl S Fe A EA VRS EAD RO W
(PEG) R ZEIR BG4 (HAP) &R - N R IR - 2 = BR 2 A4 (PAS) 31 B IRk (ELP) 1
B A 2 (GLK) »

[0188]  GNARSCRTE LI, RiE “SZARE” AR 8 387 /& e ALah i, f ik /& e 7ENPPL
TR A AN B A ThRE B AR S AR AN, 40 5 350098 B 1 805 A AT B B AL 5 I Th RE B R R AR
W) L4 B SRS E (GACT) , 7 Ye (A B M (IR ) 995 282 (ARHR2) B2 ) LR R 1 B Jhk
& (TTAC)  J5 A0 B4 (OPLL) ARCHA ILE £f) 428903 1 D19 48 B Jik s R Ak B B A5 4k L igt A%
PEFI AR 1A% P DG 98 i P A 4, ol 2 08 1 T 2 1A 0 RCRRE A, 25 R 0 i A B 3
51 6 RS I BBUIE - 2 BB K B B R KT B IS NPP L, 3 2 6 78 { B 52k 3 b 4 1
K () 1L £ s R T (PP1) T 75 HONPP L 2 PP ) 1 5 /KXo 2T 2uM & 3uM.

[0189]  WIARSCRT 5 S, FAE “Hp 2 THIAR A2 30 Jik (149 A1 50 53 1 J65 5 g 30 s P iz (] 14 T
o

[0190] WAL XA, 4 i “PI R IX 35 (intimal area)” AT I P IS T AR 2 5 ik A ik
PR S BB 5 A s oz T R X3/ TR AR

(01911 GnARSCHT e SCH, 1 O 1t M 2 Fia K 4236 Bl ik ) I 5 v 2 1 P 0 LA 1
FREZEAEH R Z .

[0192] WA SCHTRE SR, J 15 P S e P JE™ S i T2 ol T 657 110 L PN I 4] e 750 38 0 F .
HAHLZ)Z.

[0193] GO SCHTE SCAY, B35 PN 6 48 LA A P 34, am L 9 388 e o A R Bl Bk & i ik
BAHNE 02 ]

[0194] LA SCHrE LR, A5 “OMRLF R 23890 K S/ AR EITRET , Brid il
BN TF AR TIY] 1 B S A b a4 1% T b mos T Bl A L 2 A

[0195] WA SCHTRE SIP) , J i “LH 04057 A 48 438 BE B0 5 - s AR A ¢ 51 2 0 i B 18 T2 1)
1158~ LT A% DA R 7E N 44 52 R B8 A8 O R 3528 5 U A N 2 S 5 e 8k 22 1) 3 ik
P 2 TR

[0196]  GnASCHTE X, i 1 “NPP LR = (1) 51 “ENPP 1 Z AE” /& $8 A 6 T-NPP1 &% [ 1) 1
i M3 7K P BINPP 1) IE 35 1 , NPP AR [ (19 5 BINPP 1y P ek /b, A it 2 sk b 5 3507 2
AL R/ B P A BRI BRI R o I 2R B 5 L S (H AN PR F-GACT RTARHR2 » U A 3¢
FIr A Fi FE) , ENPP 1R = E AN /& $8NPP 18R (3 A1/ BUNPP 1P [ 20 B /b , 1% AS 2 5 20 R4 45
AR/ B85 B A R 9 B E

[0197] QR SCHfr e S, J 38 “If A G457 2 Fa o0t if A2, B, 2 Bk B ik 1 453493 » BT ik 3 ik
W MY 836 B R ity a3 B, T I A B AR AL AR (] )00 U o I 53495 300 T B A R AR R N PR
JF W I A 55 B AR AR BRI

[0198]  WIARSCRT5E S, FEAE “R /M A2 18 W 2 ik &5 1f 87 52 2180 1 452 4 35 28 328 1 4%
55 5 B Bl I 3495 e AR R I A T e n A0 3L 0 it B e sl AR, 2R 0 M R A R AR TR I A
M) 2 S i U W R A R A R AR AR B O S ], 2R, OF HEE MR 2 BT
T B 34T SR A B R A 1 o QA B T e 2 ER AN ) TR 3R R G S s g I
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oI5 AW e AR v g IO

[0199] LA SCHT e ST, K015 “FR B 2™ R FR B8 P R AR B 2 Fa A 5 A8 8, T 3K
I3 52 PR o P 78 38 85 V0 e Sk sl 3L & K& A8 4 VB2 T H T ig BR B ZE 3R )7 I HLBE
JE AR P URAD A o PR A5 T8 5 T8 5 R A XU 2R BT 2 4 (CT) A A% 2 g skt Ee
F 18 iR PG B e P A R A A DN ) — o B 2 P

[0200] AR ST s S, JE 3 UL PN SIS R 2 4 I TV LA B B B, Bk B B Ok AR AR
AR (1) B0 Fik B () I PN A

[0201] WK SCHTA , AR5 “ENPP1 B SR FEENPP LAR H 1) v BB — 3043 B4 KNPP &
T A, K20 BA VR A R E L w it £ 5 A% Y it B [ ENPP LA L 45 M43k .
[0202]  UARSCHTH, RiE “ENPP1ZGH f& §8 2 /0 WG RE 08 I8 i D) B IR =B R (ATP) ;=4
I 2R EETRER G (Ppi) M AL 45/ I ENPP 1 22 Tk Bl & £ [ BENPP L Brsligm b 22 /D F6 g
% 38 1 B D) EIATP = A= PP (I AL 45 /) 55 FIENPP 1@l & 28 (I BKENPP 1 B 2 % R » 1
cDNABRNA , B A gt Birid 22 K Bl & 2 1 3 B 2 A% P R I 304k , Wi #4844
[0203] QAR SCA A, AR TR “TH L 2 48 B iR AL 55040 23 5 Dy Ak 1) 25 BR SO ER < Y mT DA
I ANRFFEAR GRS S ROk EAT

[0204]  GuAR TR, A0S Vel BT L PN R 287 A2 Fi mT v PENPP L RESS 75 jiti FH B A 4H.
S5 8 Ak ) 398 L 3 ST LA B 7K T 5 e a2 s Mk B ) 458 T2 5 L 7 L 30 ik 7 9 2 1)
AR B AR B Ik P B 28 K-

[0205] WA SCATH , RiE “GEAMRIFE AR UL IR A2 5 70 Q4% S48 3 1) 35 48 21 2 2 i ot
R4, LS (RN BR T B A FH Ak 77 B8 00 T S5 A Bad A 1) J Ak v 2 DA v A 5k PRI BT LA
453 « T B AU B 1) AR 37 45347 5 G 44 2 2 3 4%

[0206] YA SCA A, AR TE “SCAL7 2 FR B AR I L BT Y LS B A a2 A B ZE B
B 13 T AR A (R S SR B R E R &R (B AERLVE A S ViR - A £V
G VHAES A BEE) BERA Y (a0 : ERH) H) B T 2K A 25 .

[0207] QAR SCAT A, RIS I ST B 2 4 s B A R L sh ) (1) Bl ik B i ik Py LA B 7 5 B
27 fife BEL 2 557 11 2 ik 18 A8 A% R EDIR SCHEE

[0208]  GnAR TR, ARAE “UrFE S0 487 B VR A S Y RIEIRE B IRIT 701, B i b
A B SAZ IR H 28, TR IR T 43 T AERE N R AL M S 22 2% 1T (PN BB B A1) 3283 e It »
M ER VA TT M 22 AR . ANENPP 1 2477 BRENPP3 25 7 &5 6 77 4> T Al N E 8 5 & 8 S 284t &, oF
H—23697 0 T H TR GRS, ik 3R i 3G 78 U 25906 e LAR A% J JF B TH) B 24547)
TR ANTESCEE B S50 A R B AE SR LI R A YR 28T 2 BRI 1T 48 s 29T TR AL
TN Z S5 B LR B LA BB 18] B P A e 82 B B R TSI e i 3 772 iR AT RE AT DL2R 2R
A LR TER U5 A 4 R o 1 42 S ok AR A 0 a0 5 DA % B A I ok R SR AT AE )
JA o

[0209]  WIARSCHTH, RiE“RE” RIBEIER SWEARN LG, Brid RGP #E 4k 5ENPP1
247 BENPP3 24 771 45 A (5 FH LA YR 78 52 42 2 7T LA DL HE 2 V7 78 SR A 0 28 0 (P ENPP 1 24 71
B ENPP3 24 771 i 5% 55 o J M 0 7 3 3 o SR S Pk Ak 1) 2 DASR I 3R & 8 o sl ENPP
2577 BRENPP3 24 701 11 S 3% o T84 W 3k His 5 ENPP 1 24 741 BRENPP3 24 71 TG [ S , B 4 7 IR &
AN R A R
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[0210]  4nASCAr F, ARGE YA A7 R4 Hodwe 2 A A B X ), I HAL S 84k (R
H4)) FHENPP 124 71 B ENPP3 24 77|75 e v m] BAAE 5 37 520 °C 2240 °C N 58 4 Bl 70 Vi it LR Ak
WEH GV R R JC B R K PLIL i 71

[0211] WA SCHT A, ARIE “Bafn i hr” 248 k8 2 4e v i 58 Rl 44 B 71 5T - JIH [ e
0 SRS AR () A B, a3 UL BRI /N AR %) B AR T 52 IR AT [XC o 437 45 308 a7 368 i e ik A P
O AT SR 55 5 o AE O A2 S IRD , 38 28R} 3 5] 28 (Il N 21 37 B R 308 1) 15 v 7 46
H ) AN FE KB AEXS AL BT, 5] 58 5 IE 285wk 3)
ik o 8 BB NG A RL I B 1 SR RS 2 2 O U IR 3 0 AR xR B R
GeEIR MG 5E) o it e R E7 18 B T %6558 el AR 30 ik b A% 4 Bl BH 28 138 o °] DAEAT
BERR N L NGB 75 (TVUS) A1 LI i £ 70 20 (FFR) B4 G FE e DA AE — S8 15 00 O 3
B DL R4S I A BE R4 A

[0212] AR SCETH, “BEAYIRIANL &7 & $8ENPP1 B ENPP3 ¥ 78 1) S 2 NTE K S R SR
N R0 R SEIND Y =R e oA S A (7 AN AT I RR P IS A (7 i VA 2 VA
H U A ) A O AT — 1 200um A o

[0213]  4nASCAr A, ARE “ONUBEZE” & 48 BT 2h Ik i P BE b Bt B 1 ] BT & 28, AT -5
B30 o U B 98D I L EH TR = AR SR T A3 05 0 LR L LR 7K A 453493 o ML ERRE IR
B N T E 232 38) 5050 (1) IR0 50 0 PP IR KA R RO SIK I O I B Bh R L R RS T
VWANNA S (1LY (B aradoN

[0214]  GuASCAT H, ARE “Bl G007 & e it 48 7 | 1040 50 B 4 Mo B vy ok e o F B 4
BRI I B A A o B A 1 T e T B A B840 LR AT/ B AT

[0215]  4nASC R A, AR “AEAMRFE AR 23454507 5“5 & 7 JE 48 75 W 33 5 T 54
A3 N B AR 2 2R DN T 77 A SR TS0 1T AR 0T B A Ar 610 497

[0216]  4nASCRT A, ARVE “FARITIVI” ZFaAE SRR ARIE T JH A8 H a0 F R J1 S5 R814
RAEH R AT T 10 V) F R 7E S AR 2R g AT USRI AO2H 2R B Bl aR B 2 B (AR T
LLIEAT AR RHE AR Y111 .

[0217] WA SCRT F, ARGE “AE Bk (PAD) 28RS T-HE B 5 F1 =L R 41 5
kA A8 o (FEXPEOL S, “H0JE” R B9 0o E , 78 B A4 19 A58 X 380 ) PAD S 5 52 el JHE 35 31
Jik - PAD ) i A2 388 5 A2 FH T Sl ko R A AL , BID T[] R0 T 7 URR (BB A MERR L 3 2% if ¥
TR T SRR AN B Jik A 7 552 BH o BT 3 JkRE v R DB E AR, 24 B P AL B AR 52 21 B
il s PADVA S T T PR i i WL IR A2 AT 7 BIOTE AL ASH Ik JH 505 sl 8 8 JUL PR e 5 P R e 55« A
A8 B K 2 5 1) 28 B T U o T B IR JRURS: B3 v o SR ANV 9T, PAD AT R 3 B H
AL - 55 [H 0o P 724 (American College of Cardiology) /{3t V4> SEEHR P
(American Heart Association Practice Guidelines) »¥iPADHIZR I/ NIUSE  ToREIR
BEAT 7 B R AR SR A AN SR AR SR I (ALT) o 22/ P 32 1) 53 SR bm A A A AU A T
XTPAD™ L FR FE AT 70 KR AIFRHAE , Fontaine /3 KR R GifliRuther ford 70 2R R 48 (H1H B k%
R ARG A (Overview of Classification Systems in Peripheral Artery
Disease) ,Rulon L.Hardman, {7 NS #8157 < (Semin Intervent Radiol) )2014;31:
378-388)

[0218]  4nASCRT A, ARE “BiAT” 248 T G 2 /M) 195 55 A& 8RR , X rl i is
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L, HIE A R 22 A

[02191 WA SR ARAE 7™ B AR BRITL (CLT) 7 2 45 5 3 2 [ 18 ffe i e 6 JEL 205 L A )
FiM R B AT B A 75 V0t T BV PR Sf I 1 5 kA5 493 R IR

[0220] A SCPR A, ARAE “RbE AR BRI (ALT) ” 2 48 SR A E 1 S ARk /b, S B0 A A 77
BE 773 1 2 W 1 B

[0221]  GIARSCAT H, RiE “Fontaine R RA” & fitHFontaineE A KM R RS
(Fontaine R,Kim M,Kieny R.4MRETEHEMIIINEETT (Surgical treatment of
peripheral circulation disorders) [{#i%] . (Hid:4b2% % (Helv Chir Acta) )1954;21
(5-6) :499-533) 73K R G A PIIm PRI 9 DU o ik JR S0 T Il AR E AR , %
A e Wk, 3F Hin R PR .

[0222] s FEIR
THAPAD TCREAR AN 58 4 1f A8 FH 28
TIHAPAD IR AR 32 B B AT T
LTAHAPAD PF B9 >200m R B AT
LIBHAPAD PR B <200m ¥ B AT
ITT3PAD Fr RO, E B L
TVHAPAD IR AR IR BEAN /B AH

[0223] WA ST A, RiE “Rutherford /)R R 47 /& H6 HRuther ford58 AT K K70 2K &
4., (Rutherford RB,Flanigan DP,Gupta SKZ& A A&b¥E T % Bk i % 55 i) 2 i b
(Suggested standards for reports dealing with lower extremity ischemia) .{IL%
ARFAE (J Vasc Surg) 198634 (1) :80-94) -Rutherford R Gk PAD 43 Ay 2 S 14 1 4
I, 5% 1 A PR IR 75 BN [F B YA T Bk s Ruther ford 43 2R B8 35 I I ROREIR 55 2 W
g A ORI, A5 2358 (Doppler) « kM FE%L (ABT) Ak EAR R IC 5%

[0224]  RutherfordfI8 ¥ &SR ML 4> 25 S Fontaine ) 43 2 i AL, 360 T & A ) TE A1
et g B LI BB T SRAE IS R A IR 4 ) 34 . (Heyer C, Sandermann J,
Petersen LJ.REHEFEECE SN E Sk m 2B BN H (The toe-brachial index in the
diagnosis of peripheral arterial disease) .{IM& 4 E%EN2013;58(1) :231-238) .
A BTG B TN 31 J5 ABT Y # DAL il A B T X 73045 38 B R FRE R S O BAT Al
PEBAT oV AT B0 HLI A R mT DA 2 e it R R o s Ay 1 3B R AT 2R AL
FIDR, DA SR B 78 AL o A48 1 I AR SR L Ruther for d B 7 2R 40 N R 7
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& K5 IR R E bR
0 0 TIER—— sl f1 | IEH BB HL R S B 7o a0 sk
S S A 2R
1 BRIEAT s ENLIES); Bl AP>
50 mm Hg {H 2 /MK T# S 20
mm Hg
1 2 v B B AT 155 35200
3 5P AT Joik e bR R s, IF H
[0225] iZ7) ] AP< 50 mm Hg
11 4 NG I SREET 55 E AP <40 mm Hg, ¥ ¢7 8k

#iH PVR P8 LA BEE;
TP <30 mm Hg

1] 5 BEHLTR—A®T | § 5 AP <60 mm Hg, MER
HE, RIEMEREEYR | 4 PVR LT AR TP
18t AR R L <40 mm Hg

6 PR HSER S —IE | 5 5 A

iE T™ AKFLAE, ThE
i B HERTBIIRY N
[0226]  4EW&iE AP, BT K 77 PVR, Bk AR FR 10 5% s T, B5 Bf ; TP, BRI AE S /7 6

[0227] WA SCHT A, ARAE “BETREE 737 A2 48 I RE % -5 8 i A0 b il =

[0228]  GnASCHT A, AR “BHER 777 2 Fa /N I 5 7 i 1 P2l &

[0229]  GnASCAT A, ARAE Pk AR AR D %7 A2 Fi TG A0 1 I AaX , 5w A A o A s A0 RF
B R E (2 B e 2%) SRk IR1G 06 T F 1 F1 RSB BN Ik 378 0045 B an A SR, R
TE“TTTHAINE BBk 48 iFontaine 4> 25 2 48 T 48 7 [IIPADS I i B

[0230]  GnASCHT FH, RAE “TVEASM & 20 Bk A& 48 WiFontaine 4 28 R 4t Fr 4 2R IPAD &

TR BL

(02311 4uASC P ARAE “TVIA TTTZRA A Sk ™ & 5 WRuther ford 7 R R GTHT 7038
FRIPADR R B Bt

[0232] GRS A, ARTE 8 WL AR A Bl k™ s 48 e rp B 1 e sh ik o & A= PAD 2 81
P28 B RS o

[0233] 4SS AR T P W™ 5 48 e rp 2B b 3 BB AR s ik o A9 PAD T 2 BH ZE 1
P28 B RS o

[0234] AR SCR AT, RO “BRIHER 07 2 48 L b B8 3 Bl T sh ik B (FR 9 IR JHET) o I PADTT
AR FH ZE VPR ZE R IR , BT IR Bk B A T a5 1 77 126 9 I8 3 ok 1) 8 B 1T sl ik 205 9
HF T 1R S5 Bh KA HES K R = 55

[0235] AR TR AT, RO T8 ZAMRLF AR 2108”2 Fa I A ENPP 1S = H 2B 48 3 ik
(B Sk 15 I 2 ik 5 e Fk sl ik ) 50 ik ) 8 1) B 2

[0236] WA LT, RIE IR AREAL” £ 48 T 8 QG B S AN e Bk AR
LRIk X .

[0237]  4nAR ST FH ARG “ILE O AR A& $8 4T I JI S ] 43 28 B 72 1) ) ik i) = 97 7
JF o 1% & B kOB 78 B ZE AR IETR T

[0238]  “{K/K-F-HIPP1” 24832 3 0 M R FERE FR IR (PP1) /K 2= /D LU IEH K FI2% =
5%1K0.1% Z220.99 % 115 I o il FE N 320 LK PP I IE 5 /K241 . 8uM& 2. 6uM.+/-0. 1uM
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(™ RARXIEAE (Arthritis and Rheumatism) ), 5522%% , 558 (19794E8 F))

[0239]  4nA ST, RiE “VEJT (treatment) ” 5L “VAIT (treating) " # 7€ XN [F) BB A IR
BYCRIE Y5993 B o FIE DR B T B8 AR 905 B 1Y 52 XA Tt s B FH ATV HENPP L (B
PS5 — P 257140 &) B ml ok B B 09 s 2H 2B B A it v 5t FH v 7 7 (B, T
LW BRSNS ), B R VA A G R OAS ANR R R | SO B T B
i P BRI RE R PR B AR 5 B E 1 T BE o L RVE T AT DA T A 24 4 6k PR 2 2 4
AT R B AR g ) s e

[0240] YA SR A, RAE “Hilly (prevent)” 8¢ “Tifli (prevention)” 8¢ “Uf/> (reduce) ” &
T P03 BB R e (I SRR R 26 97 B IE TR 1) B 9 B R A 3t — 20 R Je (i SR
BOWIE DA KR 1) <1875 18 T HBE 0% T BT 5 03 i B 08 AH S R iE A () — e Bl 4= 5
[0241]  GnASCAT A, R “BME” I LT MR B Z B X N A2 i3, 2 BLEcE o
R IIE P2 908 AT IR I R B39 g 33 e B 0 2> 1) 245551 (9 NPP 1 i 45 22 Ik NP P 3
G2 MK & A EIL T LLEIT G B Bl i R 5 B0 AE o BT ik RAE 7E H
IS A RO i T AR B D RE I B WA SO T, R “2 K7 2 18 R R R Bk i L AH IR
SRATAE 1) 25 40 A8 AR I DR B 22 1) L5 i AR R AR AE I R I R A0

[0242] WA, RIE “7r B I7 R U BN B SRR £ B o 4, RIRAFAE TS AR
YR N BIRZIR B2 KA A2 “Or B )7 AH 5 H R IRRAS B LA RLE 43 552 42 40 5 B AH [
RN 2 KA “Ir BS 7 o 4 B IAZ IR B a1 vl DA DL A b afi v I A7 AE , 83 ] DA AE
THERIRIAST, Bl anfg L .

[0243]  4nASCRT A, “BEA baifl” RAg iR EAE e d sy a0, A Faith i) 2 ik
OV & 5 HO B 7E H R RAFAEIRES TR 46 09 =& 44343 B9 1) 22 Ik o A PR 1) 1 < it 451 £, 75
95% Al .99 % 4l . 99. 5 % Al .99. 9% 4 1100 % 241

[0244]  WASCHTH, RiE “BRZEHRR B2 ER 2 KERTEREDY 2024, 783 5 st
i, 2284 15N BR26 ML IR, (H AT LN R I8 501 . 100 1000 B 5000 M % H B K (1)
IR Z A% IR e A I &4

[0245]  WARSCHTH , RIE “IMA G B HEW I TH T AA TN E D —Fiih &
M5 2% Ll M BARTR GV . 29 A A e st AL & it H T B3 AR S0 b A7 A8 it
RGP Z PR, B S EARR T B VERIK A IR IR RN B B 7 R B
WU S S5 E SNBSS B AN BR300t F

[0246]  nASCA FH, ARE “45% BRI 107 a2 F8 AN TH B AL G 400 1) A A v P Bl Jod 5 ELAH
X TCEE IR, and R B R R, B, AR ] DU B T AN, A2 51 A 128 1 AR ) 2 38
s UA FH 7 NS H & A A S B4 55 AR 2 25, 0 n s iR £ 52 b 257K (PBS) AHHL
1EH

[0247]  WZRSCHT A, ARTE R BE VRS AL 2 18 45 R 78 B R 1 /8 L B ZH 2 43 wh AR S
Hh S DR, TS B AL o 55 BEYE S5 4 A7 FE P RSS2, RIS FRAN R85 A0 R0 % % 14 45
1, T IR E IR R RS0 DLAE TR SU2H 2 RIBE T4l 2k, P 3 A2 14 05 A 36 41 it A/ 5 7K ~F
T (RS MUAE) » B Ik 20 M R A 2R AR A 8 0 - 540 ] DS J2 41 B DA S 441 g A0 28 o 40 43 »
2 JEC IS A 149 Ji Jis AN B0 Fk 24T B B o g PR A 4 L 5 TS A R 2H R — e S < R I -
BRI AR O B 4 B sl ORI AR K R P R A L
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[0248]  WASCHT A, ARIE 8 BRI B 07 22 18 Ho b B 758 R G LLAAR B 23 R 25 45 2H 27
A T8 AR SR I e AR O e B R o i AR AR 52 52 1) 2H 2R B AR I A 4y
FON =M RAL, Ol N A I s v AU R BB A B B A H EIAE &5 40 2
IR ARG S 4 H 20BN E A ALV E AL, BRI B Y AR 18 AR S M R R E s iR
L

[0249] WA SR A, “ES Ak /D o 8 A5 A AnX S 26 S AMCT MMRT 55 3R 4 N\ 14 77 v L ¢
BT o BS540 Il 20 i A2 3 I A FH TS 2k H A% 5 99mT ¢ - FE R TG (99mPYP) £k HUHE T 117 - /)y Bl A
N ES AL A A 2 i I 2 i A i B Ao LT Z (CT) 4 A48 F an 25 AR A1 AR 21 (H&E)
DA% By L FLAR AT &5 Gk ad ok f DA 8 S 0 DA R 77 2 GO E S F2Bh TN B $2 X 20 2R 5 1)
PEAE ) : Braddock® A\ (( H 2R Z (Nature Communications) Y2654, iS5 : 10006
(2015)) -

[0250] WA, RiE “SAr 5407 R AR RAEAE 145 278 20 23 b 1) s B AR Bl B 2H 24
W A AR

[0251]  GnASCAT H, RIE “BAH R A8 40" 2 4a A d LAyt , @ & it ok 2B AE
A 2 ) 3 BURH AR AR SR I R S BRI B A R A AR IR )\ A5 44 R “Bh ik
ALY A& 8 R A AE B O 0o 3 R T Bl kA A R0 B AR ) R AL A A o Bl kR S AL S Bl
B A A X I A7 g R o JTLASE 8 RIS 385 0 &7 J] LA 9 ) e L 2 A 38 m DA% I & 1T
AR S B RS 3G A %

[0252]  4pnASCAT A, ARVE RIS A0 A2 F8 R A= 78 w5 ik Hb o ARG A Rk 1700 58 5 BIR ) of o7, 28
J& T R 5 B A0 56 PR 2 bk SR G i ) e AL A5 4

[0253]  4nASCAr A, ARG “I 85407 280 W RAE M8 RE R BEETTR KB A 2
PRI, AL E P S AL AN i 285 4, (H AR o] BR A7 AE T 00 IR A 3 b o I 78 45 4k 5 3 Tk ol A Al
A KR PRI 5 B8 35 % P PR R 999 , G L 2 CKDAR o2 o BB ML 4540 1 B 38 R AEAS RO L5
A B RS 1 o IS A 52 Ve % b 2 1) B 5 o R R MR 28 ) LB IS A 72 38 4B ) L B 3l ik 45
A B — 2 LT 2 L A 5 4L

[0254]  4nASCRT A, ARGE “INES 40" (BC) s $8 e Hh 85 A0 &0 74 o £ I A8 B F 41 23 S Joig
DR AR AT 5 B50H 28 T0 A0 T AN 5 386 A 1) | AR S P o 2 0 B 2 o I 5 A0 08 5 5 25 P i 1
A K0 95 i AH 5%, L& S IRZR-A1E (Down’s syndrome) 8§ 5 % (Lewy body
disease) P /R RIFER G (Alzheimer’s disease) A4 R K (Parkinson’s disease) .
I A 3 R < o e AR 25 B A 0 A9 IR o o I R I S AL 2 R S TR (RTRE B & HET™ )
i) FECAEZH 2, an = B Ak SR e R ZH 2 A R AR

[0255]  ORIE “MRAHOCHR BE R AR L “AAVERAR” | “NRAHICHIEE” « “AAVIR B L “AAVIR BRAK7 |
“AAVGE B RIURL” A1 “AAVIURL” a0 AR SC B 4548 F B A2 468 2220 — DMAAVAK e B B (PR ade s i
R E AAVIfLTE AL A 5 8 B B BT A AR e ) AN 52 55 20 3 75 8 (R 2E ) s P 23 0K« Pl
A FURA 355 2 g B o DR 2 RN 3 S 1R YT X, P I B 4 5 B 2 IR 4H B A 04 2 i N ENPP 1 5§
ENPP3ERH Iy 5 S5 AR AR (1) 7 71 ) R R 2 A% IR, i 3 s 1 71 X & /A R A AAV I
[vi) K i B 527 81 ) JE BN o 3R 0K 388 85 45 PR 9 “AAV AR RO B “AAVERAR” .

[0256] WA ST A, R TE “BUAR” MR RE W s T IE 1) o) — ML R N IR 7 - AE—
SE S5t 51 L BRI UKL, B 53 ZMRIDNADX B ] DLIZE 2 21 5 A (R EOIR BUBEDNARA o 7F — LE 512 it
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B Hh AR 0 B AR, T S AR R H1 AT DA 35 B A DR A Hp o 7R — 1 S £
W, BARBE IS FE L BT 51 N (P78 S M () 4, 5 A A ) 40 4 T 905 14 4 R 28K A AR A B el L 3
MIEAR) R E 3 B AR e S, R (G, FE I B YR LB A 7RSI N ETE 32
ST B B B s R AN R SR R 2 b, R H R e S 1E 32 R R A — R b ah, e Ak
(RIEHAE) ae% 5| T HARAE BB L R Rk

[0257] WK SCHTA, AR5 “EE 41 - 4n i (SRMTFR R “TE 40 ”) WA SCRT H EFe AT
IR AN /B E AR T FINBNH b f9 40 i . B9 EEAR , 2 ME A0 AN T 40 ” AMUE
Fa R e 2 A0 A, T ELAE S48 G SR A B 1) 5 AR R DR e AB A AT R T R AR B B 5
I 7E JG SRR R A, B ARG AR SRR b rT e < 5o ARGl SR AN A 1R, (HAT 6 2 72 QAR ST
FIT A FH B AR 3“7 £ 40 A AV L P o

[0258]  fnA AT, RE “EAUR R R R AP E DA RRIE G Z T REAN
B R IRAFAE BIAAVEE K 41 A B AAV IS PRI 20 o AR A A FF B AAV i 2k R 2 3 i A0 8 I =0 5
FN3” Jz m) A s 8 7 41 (1TR) FHERIA &

[0259]  WARSCHTH, RiE “Rik &7 /& fe EAL oA = 48 B o VSR AL A (45 e A% TR 13t
1T 6 I — R BVHE T8 A% TR TG IR A% R M) S R o AR 40 A T (T AAVER A 1) 2 2H 5 35 2 DR ZH 11
RIS G ALHE 5 Ya RS ENPP 1 5L ENPP 3 B H: 1) B8 55 U8 1A B A% HF B2 7 458 A b o2 2 1) 7 i 1A
X

[0260]  WIA ST H, R TE “Be s i T X7 3R e 08 R 1 — AN B A R R B R A
B ARYEAS T I e S X AL A 2h T AT b o 7

[0261] QAR SCA A, AR TE “Ja 317 A2 Fi ke B 4% i) — PP El 2 P 2 A% P R 1) % s M VE L AL
T2 EWF 5 ElE, 3F FLE i DNAK P RNA SR 4 i 10 45 & B s i S ah Ao S R 4
AR T 3 IR - 45 6 67 R B 7 FNE AL TR 3R 1 256 7 ST A L e DNAJF 51 DL J A 453
CL A T BB B a2 R FH SRR 19K B 3 307 103 5 0 & fAT A B B R T 41 A7 AE
AT S S R IR B AT R R B s T L T AA T, A8 E g 7. 4
DL =R RS IEA At s Y G = bov) R

[0262]  WIZRSCHT A, AT “Hh 5 77 2 i i s DR 745 6 DA 38 22 R 1 S8k (P DNAT 471 e A« 3
5 F S5 B DL (E AN PR RSV 55 7 . CMV I 55 7 JHCRIY 55 725 . 76 53 — St o) h , 35 7
72 FF A S PR i 1, B A0 b A 1 X 3 58 1 (HCR) &

[0263]  WIZARSCHTH , AR5 “BRfE M IR 48 )5 3 T P FUAERT T B oGiE 2 IR I DI RE
KRG E (Ban, 028 37 B 58 152 3 A1 0 % 58, W 5 9wt /7 271 ml $ /R &) »
B BRI B 3 T 5 BT TR T AR ER SR T , 3 5 - AN 5 I O P B AR B R A%
R A 5 — S, S B 4R BB ENPP 1 8% ENPP3ER 3L T 8 S O R A% H R 5 971
[0264]  RiE“4 B8R S 18 S ITENPP 1 BEENPP3 [ ] T3 LA BA AL W 45 B B H 78 2
95 B A o TR 45 SR T DA 0 AR AE RETR B R ek b RN/ B 22 i L s AE A AR AT
] e B EE IR B AL

[0265] WA SCAT FH, ARG “Cap A7 /2 ¥8 A RIRAAV Cap® 1 (B 41VP1.VP2.VP3) [
b —Fh D REVEPE B 2 K . Cap 8 1 1 Th RETE 1 10 SE 491 6 5 Re % 75 5 A 52 I T B i 310F B
DNAF AL R FEAAV DNABLZE B 52N (R 5EA0) 5 A M 52 R 45 & 9 AR b
B 15 UMb JEN L AR Al Cap B8 AT AT AZEAR A FF 1 B F XA .
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[0266]  4nASCAT H, ARVE “AK 52" & T o rh s B8 28 DR 4 9l A0 2R iR 54 A 52 ] eh B 3 ol
FSGHR LA 55 5 245 ) S0 R 2 1l o 451 4, AAV LA 38 I — A 5 B 1 AR A ELAR R ) = - T A
AK7¢ : VP1.VP2FIVP3,

[0267] WAL, RiE “RepfE B 248 B A RIRAAV Rep H (541, Rep 40.52.68.78)
)2/ —Fh DN REIE TR Y 22 Ik - Rep i 1Y “ThREVEME” A2 5 M 1 ol %) A2 38 D) B8 AH o0 AT AFT 3
P, 405 38 5 R A2 HEDNA S 1) DNA S 1l FRIAAV S Y5 £ 25 &5 135 B 15 & DA K, DNA iR Jig AR 0
7,

[0268]  4NASC AT, RTE “HRAH IR EEITR” 8 “AAV ITR” & FR A7 75 T HAH 0 23 Y L (R 41
[FIDNASE 1) A i Ak 1 S 19 AR B B 27 1) o T TR Z1) 2 8 AT 8 AAV I3 (R 20 il o0 75 1) o X L2 371
() o3 — MR HBE W B UK e o ERF A B T H A 51K, Brid B 51 & o 56 —DNABEHE1T
S| K Bl AR o F TAEAIX LETTRIF 1 (AR 7 2 A8 L A1) (Brown T, “FEPR w
(Gene Cloning)” , T EE H A & 2 & FE /K H it (Chapman&Hall,London,GB) ,1995;
Watson R,ZE N, “EEZHDNA (Recombinant DNA) ™, 55 2k 3 [E 4 21 M AL R} 3E E N H ik
#t (Scientific American Books,New York,N.Y.,US),1992;Alberts B,ZE N, “4Hfin4r 1
A= Molecular Biology of the Cell)”,REA L MA L) =25 1= tH A H
(Garland Publishing Inc.),2008;Innis M,% Agw#E, “PCRJT %8« J7 v M08 i #5 #5 (PCR
Protocols.A Guide to Methods and Applications)” & E INAI4E JE I JH =& Hb V. & () 2
Akt A7) (Academic Press Inc.,San Diego,Calif.,US),1990; LA f&zSchleef M,Ed.,
“HHF o7 R 5 JFiki (Plasmid for Therapy and Vaccination)” , 8 [ £ K v 4 1)
F]-VCHZE H B A 7] (Wiley-VCH Verlag GmbH,Weinheim,Del.) ,2001) .

[0269]  R1E “UHZURE %" 3 3 AN AERE & 8 AL (1) 4 A 4B B sl 20 2R b A v 1 Ji s 2H 24
R 5 1 5 Bl H )R S DR D AR T U 2 RN A R S I A R LU AR AT AT e A R
PERREE S 45 22 [ B DR o AR X BRI OL N, FERR 1 )8 30750 A o 5 14 I 2H 22 A0 B AT AT 2H 24
H, BB AR LA B A A T

[0270]  4nASCRT A, RVE 5 R AR 3077 2 e anis it M AL S S A Bk E
FRHT AN BB, ki S8 RS F R LUE PURA R (tetracycline) 53 4L H3)
T KAEF] i (mifepristone,RU-486) i S8 J3 3 145,

(02711  4nASCR A, AR “UH R A 377 J2 4B AEAR 2D 25 PR BN 25 R 0 M A 5 2% AR I 17 10
NAEA AR BT A 40 B AE K 2 0K B B BUOW R & PR OREFEARXHE E 7K F T 5 5
BT AE S St b, B S T X S VFENPP LA % B Rk o 40 B S B3 1 I S2 ) AL S E AN
PR T30 4% =5 5 25 55 W7 IR AR 55 (retroviral Rous sarcoma virus,RSV)LTR/A )T ({Fik
W HARSVIE 98 1) BRI 7 (OMV) JH 381 (R B AT CMVES 98 1) (SV40 R 31 2t
&8 IR 8 J5 31 B-WLBh B B Ja )1 B R H s (PGK) J& 2+ MEF1a f3 3+ (Boshart
M, 5N, (4Hf (Cell) )1985:41:521-530) -

[0272]  4nARSCRT A, ARG “Z IR IRAE 57 W K 3 R MRS Fir (1 S5 mRNAY 37 K iy i 422
IR 781 - A0 ) 2 IR B IR AL A 5 B & (HAN PR T-SVA0 5 2 I H IR A A5 5 . SVAORR I £
RREF RS 5 HSVAN T e 2 I BRI (5 5 (ks e A R A 2 IR IR A5 5 BRI 82 5E Th
ZIRTBRUGES FAEKBRZBRTRUGES NBHREKEE Z R R E 5%,

[0273]  4nASCRT A, ARE 5 5 K7 24878 8 B B0 B (R 7E BT O0 3 ) A8 R 1 0 2 R oK i
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Wb 254G ) 2 BRI ik Ak (K FEVE A 10- 30Nk 2E) 117 81 o A5 5 Bk A5 5 IR I AURE (SRP) R 71
I B AE 32 J5 75 N T Ab #5155 IE B V)8 . (Lodish%E A, 2000, €4 T 4H fig A= 1) 2
(Molecular Cell Biology) ), ZE4iR) »
[0274]  GOA SR, ARAE “Go2e N2 Bl “Ge e [ 7 A2 48 18 0 AR M (gL t) BUm A=)
P T PR () S SR G B TR AR I 5 N BRI o ey 850 30 5 o A Y ) P S 358
(1) s EHBAH ™ A2 ) P AA 5 L - PUiR 2 & T PR 26 LR Bh AT R o 38 8 AR N iR
R 5 1)) BRBE 28 28 G IR UL 5 28] B 3 5 GRS SRR AE 5 NP SRR AT S
FHR RISt /) SRR 28 48 1 S e i 52 M 1R, DA £k BE 407 00 70
[0275]  GASCHT L 88 B AR IE “Ge B )™ 2 A% B G e 40 ) 70 245 ) g i 0t tn Aok B B 5%
HPRPUIR 2% B FEHE 1 BEF1 A ZUR 1) S 5 T 52 1 SR A e PR ALK 0] i 32 A 72 28 498 1A Ty
TIAK o G ] 751 245 47 1) I BRL i 44 S 497 60, 5 H70CD4 (GK 1. 5) Hifds IR I Ji | B M e (B
2% (Imuran) ) "5 & EWE (1LE £ (Cellcept)) A IE = GorilitthBH (Neoral) . 1L b B
(Sandmmunice) @48 (Ggraf) )  FHEMENS (FF S4R: M (Rheumatrex)) RHCKEE (Z 44
(Arava) ) I (453 HL (Cytoxan) ) A& 2= (R &AM P (Leukeran)) o
[0276] S : FEEEAN AR TT R, AR TFI A J7 TR AT DAYE Bl 202 B0 07 24 B, SR YT
FEIA% IR A I A 1 07 (R A T3 S L , I ELAS B AZ A% AR DA 2 o A 23 T R Y L () 2]
B i o DAL 0kt , %k 518 B ) R RN 22 BAR A TF 1 BT A AT RERY 130 B B A3 B A )
ANEAE A, VG, W 26 AR N N & BARATE 17 FEHL i1 %3154, 125,
2E4. 2863265, LA L FTIR I NS B, 140, 1.2.2.7.3.4.5.5. 36 ik VE
P 5 JEE AT, 3K S
[0277]  yRIT i
[0278] AN P4 K it FHENPP1 2475 5 ENPP 3 2477 LL A 7 PAD, AT ad Jiti FH 69 & 1) 52 1 & i
sNPP1Z IR FIsNPP3 2 ik DL Je He i 8 1, FF H b A it FH 9 5 0 28 22 IR R A R o 288 22 IR 1)
A HEHART LU .
(02791 ¥4
[0280]  SEQ ID NO:1-ENPPIEJERRF 41 - BFAE 7Y

Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu

Gly

1 5 10 15

Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg
Gly

20 25 30

Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala

Ser
[0281] 35 40 45

Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala

Ala
50 55 €0

Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr Lys Val Leu Ser
Leu

65 70 75 80

Val Leu Ser Val Cys Val Leu Thr Thr Ile Leu Gly Cys Ile Phe
Gly

85 90 95
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Leu Lys Pro Ser Cys Ala Lys Glu Val Lys Ser Cys Lys Gly Arg

Cys
100 105 110
Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys Asp ARla Ala Cys Val
Glu
115 120 125
Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu Thr Cys Ile Glu Pro
Glu
130 135 140
His Ile Trp Thr Cys Asn Lys Phe Arg Cys Gly Glu Lys Arg Leu
Thr
145 150 155
160
Arg Ser Leu Cys Ala Cys Ser Asp Asp Cys Lys Asp Lys Gly Asp
Cys
165 170 175
Cys Ile Asn Tyr Ser Ser Val Cys Gln Gly Glu Lys Ser Trp Val
Glu
180 185 190
Glu Pro Cys Glu Ser Ile Asn Glu Pro Gln Cys Pro Ala Gly Phe
Glu
195 200 205
Thr Pro Pro Thr Leu Leu Phe Ser Leu Asp Gly Phe Arg Ala Glu
TyE
210 215 220
Leu His Thr Trp Gly Gly Leu Leu Pro Val Ile Ser Lys Leu Lys
Lys
225 230 235
[0282] 240
Cys Gly Thr Tyr Thr Lys Asn Met Arg Pro Val Tyr Pro Thr Lys
Thr
245 250 255
Phe Pro Asn His Tyr Ser Ile Val Thr Gly Leu Tyr Pro Glu Ser
His
260 265 270
Gly Ile Ile Asp Asn Lys Met Tyr Asp Pro Lys Met Asn Ala Ser
Phe
275 280 285
Ser Leu Lys Ser Lys Glu Lys Phe Asn Pro Glu Trp Tyr Lys Gly
Glu
290 285 300
Pro Ile Trp Val Thr Ala Lys Tyr Gln Gly Leu Lys Ser Gly Thr
Phe
305 310 S
320
Phe Trp Pro Gly Ser Asp Val Glu Ile Asn Gly Ile Phe Pro Asp
Ile
325 330 235
Tyr Lys Met Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile Leu
Ala
340 345 350
Val Leu Gln Trp Leu Gln Leu Pro Lys Asp Glu Arg Pro His Phe
Tyr
355 360 865
Thr Leu Tyr Leu Glu Glu Pro Asp Ser Ser Gly His Ser Tyr Gly
Pro
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370 375 380
Val Ser Ser Glu Val Ile Lys Ala Leu Gln Arg Val Asp Gly Met
Val
385 390 395
400
Gly Met Leu Met Asp Gly Leu Lys Glu Leu Asn Leu His Arg Cys
Leu
405 410 415
Asn Leu Ile Leu Ile Ser Asp His Gly Met Glu Gln Gly Ser Cys
Lys
420 425 430
Lys Tyr Ile Tyr Leu Asn Lys Tyr Leu Gly Asp Val Lys Asn Ile
Lys
435 440 445
Val Ile Tyr Gly Pro Ala Ala Arg Leu Arg Pro Ser Asp Val Pro
Asp
450 455 460
Lys Tyr Tyr Ser Phe Asn Tyr Glu Gly Ile Ala Arg Asn Leu Ser
Cys
465 470 475
480
Arg Glu Pro Asn Gln His Phe Lys Pro Tyr Leu Lys His Phe Leu
Pro
485 490 495
Lys Arg Leu His Phe Ala Lys Ser Asp Arg Ile Glu Pro Leu Thr
Phe
500 505 510
[0283] Tyr Leu Asp Pro Gln Trp Gln Leu Ala Leu Asn Pro Ser Glu Arg
Lys
515 520 525
Tyr Cys Gly Ser Gly Phe His Gly Ser Asp Asn Val Phe Ser Asn
Met
530 535 540
Gln Ala Leu Phe Val Gly Tyr Gly Pro Gly Phe Lys His Gly Ile
Glu
545 550 585
560
Ala Asp Thr Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp
Leu
565 570 575
Leu Asn Leu Thr Pro Ala Pro Asn Asn Gly Thr His Gly Ser Leu
Asn
580 585 590
His Leu Leu Lys Asn Pro Val Tyr Thr Pro Lys His Pro Lys Glu
Val
595 600 605
His Pro Leu Val Gln Cys Pro Phe Thr Arg Asn Pro Arg Asp Asn
Leu
610 615 620
Gly Cys Ser Cys Asn Pro Ser Ile Leu Pro Ile Glu Asp Phe Gln
Thr
625 630 635
€640
Gln Phe Asn Leu Thr Val Ala Glu Glu Lys Ile Ile Lys His Glu
Thr

645 €50 €55
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Leu Pro Tyr Gly Arg Pro Arg Val Leu Gln Lys Glu Asn Thr Ile

Cys
€60 665 670
Leu Leu Ser Gln His Gln Phe Met Ser Gly Tyr Ser Gln Asp Ile
Leu
675 680 685
Met Pro Leu Trp Thr Ser Tyr Thr Val Asp Arg Asn Asp Ser Phe
Ser
690 695 700
Thr Glu Asp Phe Ser Asn Cys Leu Tyr Gln Asp Phe Arg Ile Pro
Leu
705 710 715
720
Ser Pro Val His Lys Cys Ser Phe Tyr Lys Asn Asn Thr Lys Val
Ser
725 730 735
Tyr Gly Phe Leu Ser Pro Pro Gln Leu Asn Lys Asn Ser Ser Gly
Ile
740 745 750
Tyr Ser Glu Ala Leu Leu Thr Thr Asn Ile Val Pro Met Tyr Gln
Ser
755 760 765
Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr Leu Leu Arg Lys
H g
770 775 780
Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro Val Phe
[0284] Asp
785 790 795
800
Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu Asn Leu Arg Gln
Lys
805 810 815
Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile Pro Thr His Phe
Phe
820 825 830
Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln Thr Pro Leu His
Cys
835 840 845
Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro His Arg Thr Asp
Asn
850 885 860
Ser Glu Ser Cys Val His Gly Lys His Asp Ser Ser Trp Val Glu
Glu
865 870 875
880
Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp Val Glu His Ile
Thr
885 890 895
Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro Val Ser Asp Ile
Leu
900 905 910
Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln Glu Asp
915 920 925

[0285]  SEQ ID No:2- K77 % -ENPP1-FC
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[0286]

[0287]

MTRLTVLALLAGLLASSRA* *APSCAKEVKSCKGRCFERT FGNCRCDAACVELGNCCLDYQETCIEPE
HIWTCNKFRCGEKRLTRSLCACSDDCKDKGDCCINY SSVCQGEKSWVEEPCESINEPQCPAGFETPPT
LLEFSLDGFRAEYLHTWGGLLPVISKLKKCGTY TKNMRPVY PTKTFPNHYSIVTGLY PESHGI IDNKMY
DPKMNASFSLKSKEKFNPEWYKGEPIWVTAKYQGLKSGTFFWPGSDVEINGIFPDIYKMYNGSVPFEE
RILAVLOWLQLPKDERPHFYTLYLEEPDSSGHSYGPVSSEVIKALQRVDGMVGMLMDGLKELNLHRCL
NLILISDHGMEQGSCKKYIYLNKYLGDVKNIKVIYGPAARLRPSDVPDKYYSFNYEGIARNLSCREPN
QHFKPYLKHFLPKRLHFAKSDRIEPLTFYLDPQWQLALNPSERKYCGSGFHGSDNVFSNMQALFVGYG
PGFKHGIEADTFENIEVYNLMCDLLNLT PAPNNGTHGSLNHLLKNPVYTPKHPKEVHPLVQCPFTRNP
RDNLGCSCNPSILPIEDFQTQFNLTVAEEKIIKHETLPYGRPRVLQKENT ICLLSQHQFMSGYSQDIL
MPLWTSYTVDRNDSFSTEDFSNCLYQDFRIPLSPVHKCSEFYKNNTKVSYGEFLSPPQLNEKNSSGIYSEA
LLTTNIVPMYQSFQVIWRYFHDTLLRKYAEERNGVNVVSGPVEFDEDYDGRCDSLENLRQKRRVIRNQE
ILIPTHFFIVLTSCKDTSQTPLHCENLDTLAFILPHRTDNSESCVHGKHDSSWVEELLMLHRARITDV
EHITGLSEFYQQRKEPVSDILKLKTHLPTFSQEDLINDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVY TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

HNRIZ-RF ARG T, XN RIZ-ENPPLFP S T UG A1 45 4, FHL AR A -Fe

Fe A s Rom A 5 R A DI L

[0288]

[0289]

[0290]

SEQ ID No:3- K75 F -ENPP1-Alb

MTRLTVLALLAGLLASSRA* *APSCAKEVKSCKGRCFERT FGNCRCDAACVELGNCCLDYQETCIEPE
HIWTCNKFRCGEKRLTRSLCACSDDCKDKGDCCINY SSVCQGEKSWVEEPCESINEPQCPAGFETPPT
LLFSLDGFRAEY LHTWGGLLPVISKLKKCGTY TKNMRPVYPTKTFPNHYSIVTGLY PESHGI IDNKMY
DPKMNASFSLKSKEKFNPEWYKGEPIWVTAKYQGLKSGTFFWPGSDVEINGIFPDIYKMYNGSVPEFEE
RILAVLOWLQLPKDERPHEYTLYLEEPDSSGHSYGPVSSEVIKALQRVDGMVGMLMDGLKELNLHRCL
NLILISDHGMEQGSCKKY IYLNKYLGDVENIKVIYGPAARLRPSDVPDKYYSEFNYEGIARNLSCREPN
QHFKPYLKHFLPKRLHFAKSDRIEPLTFYLDPQWQLALNPSERKYCGSGFHGSDNVESNMOALEFVGYG
PGFKHGIEADTFENIEVYNLMCDLLNLT PAPNNGTHGSLNHLLKNPVYTPKHPKEVHPLVQCPEFTRNP
RDNLGCSCNPSILPIEDFQTQFNLTVAEEKITKHETLPYGRPRVLOKENT ICLLSQHQFMSGYSQDIL
MPLWTSYTVDRNDSFSTEDFSNCLYQDFRIPLSPVHKCSEFYKNNTKVSYGFLSPPQLNKNSSGIYSEA
LLTTNIVPMYQSFQVIWRYFHDTLLRKYAEERNGVNVVSGPVFDFDYDGRCDSLENLRQKRRVIRNQE
ILIPTHFFIVLTSCKDTSQTPLHCENLDTLAFILPHRTDNSESCVHGKHDSSWVEELLMLHRARITDV
EHITGLSFYQQRKEPVSDILKLKTHLPTEFSQEDL INMKWVTFLLLLFVSGSAFSRGVFRREAHKSEIA
HRYNDLGEQHFKGLVLIAFSQYLOKCSYDEHAKLVQEVTDFAKTCVADESAANCDKSLHTLFGDKLCA
IPNLRENYGELADCCTKQEPERNECFLQHKDDNPSLPPFERPEAEAMCTSFKENPTTFMGHYLHEVAR
RHPYFYAPELLYYAEQYNEILTQCCAEADKESCLTPKLDGVKEKALVSSVRQRMKCSSMQKFGERAFK
AWAVARLSQTFPNADFAEITKLATDLTKVNKECCHGDLLECADDRAELAKYMCENQATISSKLQTCCD
KPLLKKAHCLSEVEHDTMPADLPATAADFVEDQEVCKNYAEAKDVFLGTFLYEYSRRHPDYSVSLLLR
LAKKYEATLEKCCAEANPPACYGTVLAEFQPLVEEPKNLVKTNCDLYEKLGEYGFONAILVRYTQKAP
QVSTPTLVEAARNLGRVGTKCCTLPEDQRLPCVEDYLSAILNRVCLLHEKTPVSEHVTKCCSGSLVER
RPCFSALTVDETYVPKEFKAETFTFHSDICTLPEKEKQIKKQTALAELVKHKPKATAEQLKTVMDDEFA
QFLDTCCKAADKDTCFSTEGPNLVTRCKDALARSWSHPQFEK

R RIZ - RE R RS FI, XU WL -ENPPLFE FI B TF a6 AN 45 A, MR TR 2L - B

FAFH, e RoR G5 T E

[0291]

SEQ ID No:4- KR -ENPPI
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[0292]

[0293]

MTRLTVLALLAGLLASSRA* *APSCAKEVKSCKGRCFERTFGNCRCDAACVELGNCCLDYQETCIEPE
HIWTCNKFRCGEKRLTRSLCACSDDCKDKGDCCINY SSVCOGEKSWVEEPCESINEPQCPAGFETPPT
LLFSLDGFRAEYLHTWGGLLPVISKLEKCGTY TKNMERPVYPTKTFPNHYSIVTGLY PESHGI IDNEKMY
DPEMNASFSLEKSKEKFNPEWYKGEPIWVTAKYQGLKSGTFFWPGSDVEINGIFPDIYRMYNGSVEFEE

RILAVLOWLQLPKDERPHEYTLYLEEPDSSGHSYGPVSSEVIKALQRVDGMVGMLMDGLKELNLHRCL
NLILISDHGMEQGSCKKY IYLNKYLGDVKNIKVIYGPAARLRPSDVPDKYYSFNYEGIARNLSCREPN
QHFKPYLKHFLPKRLHFAKSDRIEPLTFYLDPQWQLALNPSERKYCGSGFHGSDNVESNMOALFVGYG
PGFKHGIEADTFENIEVYNLMCDLLNLT PAPNNGTHGSLNHLLKNPVYTPKHPKEVHPLVQCPFTRNP
RDNLGCSCNPSILPIEDFQTQFNLTVAEEKITKHETLPYGRPRVLQKENT ICLLSQHQFMSGYSQDIL
MPLWTSYTVDRNDSFSTEDFSNCLYQDFRIPLSPVHKCSFYKNNTKVSYGFLSPPQLNKNSSGIYSEA
LLTTNIVPMYQSFQVIWRY FHDTLLRKYAEERNGVNVVSGPVEDFDYDGRCDSLENLRQKRRVIRNQE
ILIPTHFFIVLTSCKDTSQTAPSCAKEVKSCKGRCFERTFGNCRCDAACVELGNCCLDYQETCIEPEH
IWTCNKFRCGEKRLTRSLCACSDDCKDKGDCCINYSSVCQGEKSWVEEPCESINEPQCPAGFETPPTL
LESLDGFRAEYLHTWGGLLPVISKLKKCGTYTKNMRPVYPTKTFPNHY SIVIGLYPESHGIIDNKMYD
PRKMNASFSLKSKEKFNPEWY KGEPIWVTAKYQGLKSGTFFWPGSDVEINGIFPDIYKMYNGSVPFEER
ILAVLOWLQLPKDERPHEFYTLYLEEPDSSGHSYGPVSSEVIKALQRVDGMVGMLMDGLKELNLHRCLN
LILISDHGMEQGSCKKYIYLNKYLGDVKNIKVIYGPAARLRPSDVPDKYYSENYEGIARNLSCREPNQ
HEKPYLKHFLPKRLHFAKSDRIEPLTEYLDPOQWQLALNPSERKYCGSGFHGSDNVESNMQALEVGYGP
GFKHGIEADTFENIEVYNLMCDLLNLTPAPNNGTHGSLNHLLKNPVYTPKHPKEVHPLVQCPEFTRNPR
DNLGCSCNPSILPIEDFQTQFNLTVAEEKIIKHETLPYGRPRVLOQKENTICLLSQHQFMSGY SQDILM
PLWTSYTVDRNDSFSTEDEFSNCLYQDFRIPLSPVHKCSFYKNNTKVSYGFLSPPQLNKNSSGIYSEAL
LTTNIVPMYQSFQVIWRY FHDTLLRKYAEERNGVNVVSGPVFDFDY DGRCDSLENLRQKRRVIRNQET
LIPTHFFIVLTSCKDTSQTPLHCENLDTLAFILPHRTDNSESCVHGKHDSSWVEELLMLHRARITDVE
HITGLSFYQQRKEPVSDILKLKTHLPTFSQED

BNRIZ-RE ARG T8, N R -ENPPLF ST IR FI 450, #3085 5 7

FIHIPIHE

[0294]

SEQ ID NO:5-ENPP2E LR T 41 - Hf AR 7Y
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Met Ala Arg Arg Ser Ser Phe Gln Ser Cys Gln Ile Ile Ser Leu Phe
1 5 10 15
Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr Ala His Arg
20 25 30
Ile Lys Arg Ala Glu Gly Trp Glu Glu Gly Pro Pro Thr Val Leu Ser
35 40 45
Asp Ser Pro Trp Thr Asn Ile Ser Gly Ser Cys Lys Gly Arg Cys Phe
50 55 60
Glu Leu Gln Glu Ala Gly Pro Pro Asp Cys Arg Cys Asp Asn Leu Cys
65 70 75 80
Lys Ser Tyr Thr Ser Cys Cys His Asp Phe Asp Glu Leu Cys Leu Lys
85 S0 95
Thr Ala Arg Gly Trp Glu Cys Thr Lys Asp Arg Cys Gly Glu Val Arg
100 10S 110
[0295] Asn Glu Glu Asn Ala Cys His Cys Ser Glu Asp Cys Leu ARla Arg Gly
115 120 125
Asp Cys Cys Thr Asn Tyr Gln Val Val Cys Lys Gly Glu Ser His Trp
130 135 140
Val Asp Asp Asp Cys Glu Glu Ile Lys Ala Ala Glu Cys Pro Ala Gly
145 1510 1585 160
Phe Val Arg Pro Pro Leu Ile Ile Phe Ser Val Asp Gly Phe Arg Ala
165 170 175
Ser Tyr Met Lys Lys Gly Ser Lys Val Met Pro Asn Ile Glu Lys Leu
180 185 190
Arg Ser Cys Gly Thr His Ser Pro Tyr Met Arg Pro Val Tyr Pro Thr
195 200 205
Lys Thr Phe Pro Asn Leu Tyr Thr Leu Ala Thr Gly Leu Tyr Pro Glu
210 215 22,0
Ser His Gly Ile Val Gly Asn Ser Met Tyr Asp Pro Val Phe Asp Ala
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[0296]

2l
Thr Phe

Gly Gln
Thr Phe

Ile Leu
290

Ala Phe

305

Phe Gly

Gly Gln
Asn Val

Arg Thr
370

Leu Val

385

Ala Lys

Pro Asp
Leu His

Glu Arg
450
Pro Ser

465
Val Asn

Tyr Lys
Met Cys
Gly Ser
530
Pro Glu
545
Ser Asp
Asn Lys
Glu Ala
Asn Ile
610
Gly Arg
€625
Thr Asp
Thr Ser

His Leu

His
Pro
Phe
2T
Gln
ks Vi o
il
Leu
Ile
55 1)
Glu
Pro
Tyr
Gln
TE
435
Arg
Gly
Ser
Thr
Asp
515
Leu
Glu
Phe
Leu
Glu
595
Asn
Pro
Phe
Tyr

LIE) o

Leu
Leu
260
TFE
T¥E
Ser
Glu
Met
340
Phe
Phe
Gly
Asp
His
420
Ala
Trp
Lys
Met
Lys
500
Leu
Asn
Val
Asp
Asp
580
Thr
Gly
Ala
Glu
Thr

660
Ser

Arg
245
TFp
Ser
Leu
Glu
Met
3Z5
Asp
Val
Leu
Thr
PES
405
Phe
Asn
His
Cys
Gln
485
Val
Leu
His
THE
Leu

265
Glu

Asn
Val
Ser
645
Val

Cys

230
Gly

Ile
Val
Thr
Gln
310
Tl
Gly
Gly
Ser
Leu
390
Lys
Lys
Asn
Val
Phe
470
Thr
125 )
Gly
Leu
Arg
550
Gly
Leu
Lys
Phe
Leu
630
Gly

Ser

Val

Arg
e
Val
Leu
295
Pro
Asn
Leu
Asp
Asn
275
Gly
Ala
Pro
Arg
Ala
455
Phe
Val
Pro
Leu
Leu
8535
Pro
Cys
Asn
Phe
Glu
615
L3P
TyvE

Lys

Arg

Glu
Ala
Ll&s
280
BE%
Asp
Bro
Lys
His
360
Tyr
Arg
Ile
Tyr
Arg
440
Arg
Gln
Phe
Phe
Lys
520
Arg
Asn
Thr
Lys
Arg
600
Pro
Arg
Ser

Gln

Bt

38

Lys
T
265
Pro
Asp
Phe
Leu
Gln
345
Gly
Leu
Ile
Tle
Leu
425
Ile
Lys
Gly
Val
Glu
203
PTS
i
DR
Cys
Arg
585
Gly
Arg
ThE
Glu
Ala

665
Asp

Phe
250
Lys
His
His
Ser
Arg
330
Leu
Met
e
Arg
Ala
410
Lys
Glu
Fro
Asp
Gly
490
Asn
Ala
Asn
Pro
Asp
570
Leu

Ser

Lys

Ile
650
Glu

Val

235
Asn

Gln
Glu
Glu
Gly
315
Glu
Lys
Glu
Asn
Ser
395
Asn
Gln
Asp
Leu
His
475
Ty
Ile
15 afs]
Ik b i
Gly
555
Asp
His
Arg
Glu
Tyr
635
Phe

Val

Arg

His
Gly
Arg
Arg
300
His
Ile
Leu
Asp
Val
380
Lys
Leu
His
Ile
Asp
460
Gly
Gly
Glu
Asn
Phe
540
Ile
Lys
Thr
Asn
Arg
620
Asp
Leu

Ser

Val

Arg
Val
Arg
285
Pro
Lys
Asp
His
Val
365
Asp
Phe
THE
Leu
His
445
Val
Phe
Ser
Leu
Asn
528
Arg
Met
Val
Lys
Glu
605
His
Ile
Met

Ser

Ser

TER
Lys
270
Il
Ser
e
Lys
Arg
350
Thr
Asp
Ser
Cys
Pro
430
Leu
g 613
Asp
LT
TYE
510
Gly
Pro
Tyr
Glu
Gly
590
Asn
Leu
Leu
| Shalo]
Val

670
Brio

il 1
745715}
Ala
Leu
Val
Gly
Ile
335
Cys
Cys
Ile
Asn
Lys
415
Lys
Leu
Lys
Asn
Phe
495
Asn
Thr
Thr
Leu
EFro
a5
Ser
Lys
Leu
Tyr
Leu
655

Pro

(=1=4 o

240
Gly

Gly
T
Tyr
Pro
320
Val
Val
Asp
Thr
Asn
400
Lys
Arg
Val
Lys
Lys
480
Lys
Val
His
Met
Gln
560
Lys
T
Glu
Tyr
His
640
T¥R

Asp

Phe
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675 680 685
Ser Gln Asn Cys Leu Ala Tyr Lys Asn Asp Lys Gln Met Ser Tyr Gly
690 6956 700
Phe Leu Phe Pro Pro Tyr Leu Ser Ser Ser Pro Glu Ala Lys Tyr Asp
705 710 11la 720
Ala Phe Leu Val Thr Asn Met Val Pro Met Tyr Pro Ala Phe Lys Arg
128 730 135
Val Trp Asn Tyr Phe Gln Arg Val Leu Val Lys Lys Tyr Ala Ser Glu
740 745 750
Arg Asn Gly Val Asn Val Ile Ser Gly Pro Ile Phe Asp Tyr Asp Tyr
155 760 765
Asp Gly Leu His Asp Thr Glu Asp Lys Ile Lys Gln Tyr Val Glu Gly
770 179 780
[0297] Ser Ser Ile Pro Val Pro Thr His Tyr Tyr Ser Ile Ile Thr Ser Cys
785 790 795 800
Leu Asp Phe Thr Gln Pro Ala Asp Lys Cys Asp Gly Pro Leu Ser Val
805 810 815
Ser Ser Phe Ile Leu Pro His Arg Pro Asp Asn Glu Glu Ser Cys Asn
820 825 830
Ser Ser Glu Asp Glu Ser Lys Trp Val Glu Glu Leu Met Lys Met His
839 840 845
Thr Ala Arg Val Arg Asp Ile Glu His Leu Thr Ser Leu Asp Phe Phe
850 855 860
Arg Lys Thr Ser Arg Ser Tyr Pro Glu Ile Leu Thr Leu Lys Thr Tyr
865 870 875 880
Leu His Thr Tyr Glu Ser Glu Ile
885

[0298]  SEQ.ID NO:6-ENPP3 I 41 45 #4355 -

Glu Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp Ala Ser Phe Arg

1 5 10 15

Gly Leu Glu Asn Cys Arg Cys Asp Val Ala Cys Lys Asp Arg Gly Asp
20 25 30

Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu Ser Thr Arg Ile Trp

35 40 45
Met Cys Asn Lys Phe Arg Cys Gly Glu Thr Arg Leu Glu Ala Ser Leu
50 55 60

Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys Cys Ala Asp

65 70 75 80

Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp Leu Glu Glu Asn Cys

85 90 95
[0299] Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp Leu Pro Pro

100 105 110

Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala Glu Tyr Leu Tyr Thr

115 120 125
Trp Asp Thr Leu Met Pro Asn Ile Asn Lys Leu Lys Thr Cys Gly Ile
130 135 140

His Ser Lys Tyr Met Arg Ala Met Tyr Pro Thr Lys Thr Phe Pro Asn

145 150 155 160

His Tyr Thr Ile Val Thr Gly Leu Tyr Pro Glu Ser His Gly Ile Ile

165 170 175

Asp Asn Asn Met Tyr Asp Val Asn Leu Asn Lys Asn Phe Ser Leu Ser
180 185 190

Ser Lys Glu Gln Asn Asn Pro Ala Trp Trp His Gly Gln Pro Met Trp
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[0300]

[0301]

Leu
Gly
225
THE
TR
Phe
Arg
Met
S5
Leu
Ty
Gly
Ser
Asp
385
His
Gln
Gly
Leu
Glu
465
Pro
Val
Val
Cys
Leu
545
Pro
Leu
Pro
Leu
Pro

625
Thr

ThHE
210
Ser
Asn
Leu
Glu
Val
290
Glu
Leu
Met
Pro
Phe
370
Gln
L¥L
Gln
Asn
Ala
450
Asn
Ala
Pro
Cys
IZhale,
580
Asn
Phe
Tyr
Met
B
610

Ser

His

195
Ala

Glu
Gly
Asp
Glu
ZaD
Ile
Gly
Ala
Thr
Ala
3bb
Asn
His
Ala
TrE
His
435
His
Ile
Pro
Phe
Gly
515
His
Leu
Gly
His
TER
595
Pro

Glu

Gly

Met
Val
Ser
Leu
260
Pro
Lys
Leu
Asp
Asp
340
Pro
Ser
Phe
Lys
Leu
420
Gly
Gly
Glu
Asn
LY
500
Phe
Leu
Thr
Arg
Arg
580
Ser
Thr

Ser

Phe

THE
Bla
vVal
245
Pro
Asp
Ala
Lys
His
325
Ly
Arg
Glu
Lys
Asn
405
Ala
Tyr
Pro
Val
Asn
485
Glu
Ala
Gln
Gln
Pro
565
Glu
Ser
Val

Gln

Leu

Gln
Ile
230
Pro
Lys
Ser
Leu
Gln
310
Gly
Phe
Ile
Glu
Pro
390
Val
Val
Asn
Ser
Tyr
470
Gly
Pro
Asn
Asn
Glu
550
Arg
Tyr
LY E
Pro
Lys

630
Tyr

Gly
Z15
Asn
FPhe
Ala
Ser
Gln
295
Arg
Met
Pro
Arg
Ile
375
Tyr
Arg
Arg
Asn
Phe
455
Asn
Thr
Ser
Pro
Ser
535
Glu
Val
Val
Thr
Asp
615
Cys

Pro

200
Leu

Gly
Glu
Glu
Gly
280
Val
Asn
Asp
Arg
Ala
360
Val
Leu
Ile
Ser
Glu
440
Lys
Leu
His
His
Leu
520
Thr
Ile
Leu
Ser
Val
600
Cys

Ser

Pro

40

Lys
Ser
Glu
Arg
285
His
Val
Leu
Gln
Ile
345
His
Arg
Thr
Asp
Lys
425
Phe
Glu
Met
Gly
Ala
505
Pro
Gln
Thr
Gln
Gly
585
Pro
Leu

Phe

Ala

Ala
Phe
Arg
250
Pro
Ala
Asp
His
THE
330
Asn
Asn
Asn
Pro
Lys
410
Ser
Arg
Lys
Cys
Ser
490
Glu
Thr
Leu
Ala
Lys
570
Phe
Gln
Arg
Tyr

Ser

Ala
PrD
235
Ile
Arg
Gly
His
Asn
315
Tyr
Phe
Ile
Leu
Asp
395
Val
Asn
Ser
Thr
Asp
475
Leu
Glu
Glu
Glu
Thr
DD
Asn
Gly
Leu
Ala
Leu

635
Asn

THT
220
Ser
Ser
Phe
Gly
Ala
300
Cys
Cys
Phe
Pro
Ser
380
Leu
His
Thr
Met
Glu
460
Leu
Asn
Val
Ser
Gln
540
Val
Val
Lys
Gly
Asp
620
Ala

Arg

205
TYE

Ile
Tt
Tyr
Pro
285
Phe
Val
Asn
Ty
His
365
Cys
BEG
Leu
Asn
Glu
445
Val
Leu
His
Ser
Leu
25
Val
Lys
Asp
Ala
Asp
605
Val

Asp

Thr

Phe
B i
Leu
THE
210
Val
Gly
Asn
Lys
Met
350
Asp
Arg
Lys
Phe
Cys
430
Ala
Glu
Arg
Leu
Lys
510
Asp
Asn
Val
His
Met
590
Thr
Arg
Lys

Ser

Trp
Met
Leu
255
Met
Ser
Met
Ile
Met
335
Tyr
Phe
Lys
Arg
Val
415
Gly
Ile
Pro
Ile
Leu
495
Phe
Cys
Gln
Asn
Cys
BTE
Ser
Val

Asn

Asp

Pro
Pro
240
Lys
e
Ala
Leu
Ile
F20
Glu
Glu
Phe
Pro
Leu
400
Asp
Gly
Phe
Phe
Gln
480
Lys
Ser
Phe
Met
Leu
560
Leu
Met
Pro
Pro
Ile

640
Ser
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645 650 655
Gln Tyr Asp Ala Leu Ile Thr Ser Asn Leu Val Pro Met Tyr Glu Glu
660 665 670
Phe Arg Lys Met Trp Asp Tyr Phe His Ser Val Leu Leu Ile Lys His
675 680 685
Ala Thr Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro Ile Phe Asp
€90 695 700
Tyr Asn Tyr Asp Gly His Phe Asp Ala Pro Asp Glu Ile Thr Lys His
705 710 715 720
Leu Ala Asn Thr Asp Val Pro Ile Pro Thr His Tyr Phe Val Val Leu
129 730 7358
[0302] Thr Ser Cys Lys Asn Lys Ser His Thr Pro Glu Asn Cys Pro Gly Trp
740 745 750
Leu Asp Val Leu Pro Phe Ile Ile Pro His Arg Pro Thr Asn Val Glu
755 760 765
Ser Cys Pro Glu Gly Lys Pro Glu Ala Leu Trp Val Glu Glu Arg Phe
770 775 780
Thr Ala His Ile Ala Arg Val Arg Asp Val Glu Leu Leu Thr Gly Leu
785 790 795 g0o0
Asp Phe Tyr Gln Asp Lys Val Gln Pro Val Ser Glu Ile Leu Gln Leu
805 B0 815
Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Ile
820 825

[0303]  SEQ.ID NO:7-NPP3E LR )T 41

Met Glu Ser Thr Leu Thr Leu Ala Thr Glu Gln Pro Val Lys Lys Asn
gl 5 10 15
Thr Leu Lys Lys Tyr Lys Ile Ala Cys Ile Val Leu Leu Ala Leu Leu
20 25 30
Val Ile Met Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg Lys Leu
35 40 45
Glu Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp Ala Ser Phe Arg
50 &5 60
Gly Leu Glu Asn Cys Arg Cys Asp Val Ala Cys Lys Asp Arg Gly Asp
65 70 75 g0
Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu Ser Thr Arg Ile Trp
85 90 95
Met Cys Asn Lys Phe Arg Cys Gly Glu Thr Arg Leu Glu Ala Ser Leu
100 105 o Bl
[0304] Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys Cys Ala Asp
1.5 120 125
Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp Leu Glu Glu Asn Cys
130 135 140
Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp Leu Pro Pro
145 150 155 160
Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala Glu Tyr Leu Tyr Thr
165 170 178
Trp Asp Thr Leu Met Pro Asn Ile Asn Lys Leu Lys Thr Cys Gly Ile
180 185 190
His Ser Lys Tyr Met Arg Ala Met Tyr Pro Thr Lys Thr Phe Pro Asn
195 200 205
His Tyr Thr Ile Val Thr Gly Leu Tyr Pro Glu Ser His Gly Ile Ile
210 215 220
Asp Asn Asn Met Tyr Asp Val Asn Leu Asn Lys Asn Phe Ser Leu Ser
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[0305]

228
Ser Lys

Leu Thr
Gly Ser

Tyr Asn
290

Trp Leu

305

Phe Glu

Arg Val
Met Glu

Leu Leu
S0

Tyr Met

385

Gly Pro

Ser Phe
Asp Gln

His Tyr
450

Gln Gln

465

Gly Asn

Leu Ala
Glu Asn
Pro Ala
5
Val Pro
545
Val Cys
Cys Pro
Leu Asn
Pro Phe
610
Leu Tyr
625
Pro Met

Leu Pro

Bra 8er

Glu
Ala
Glu
275
Gly
Asp
Glu
Ile
Gly
255
Ala
ThH
Ala
Asn
His
435
Ala
TR
His
His
Ile
515
Pro
Phe
Gly
His
Leu
595
Gly
His
TEQ

Pro

Glu

Gln
Met
260
Val
Ser
Leu
BYa
Lys
340
Leu
Asp
Asp
BEro
Sar
420
Phe
Lys
Leu
Gly
Gly
500
Glu
Asn
Tyr
Phe
Leu
580
Thr
Arg
Arg
Ser
ThHe

660
Ser

Asn
245
THE
Ala
Val
Pro
Asp
325
Ala
Lys
His
Tyr
Arg
405
Glu
Lys
Asn
Ala
TyE
485
Pro
Val
Asn
Glu
Ala
565
Gln
Gln
B¥o
Glu
Ser
645
Val

Gln

230
Asn

Gln
Ile
Pro
Lys
310
Ser
Leu
Gln
Gly
Phe
390
Ile
Glu
Pro
Val
Val
470
Asn
Ser
Tyr
Gly
Pro
550
Asn
Asn
Glu
Arg
i e
630
Tyr

Brio

Lys

Pro
Gly
Asn
Phe
295
Ala
Ser
Gln
Arg
Met
275
Pro
Arg
Ile
Tyr
Arg
455
Arg
Asn
Phe
Asn
RHE
558
Ser
| B,
Ser
Glu
Val
615
Val
Thr

Asp

Cys

Ala
Leu
Gly
280
Glu
Glu
Gly
Val
Asn
360
Asp
Arg
Lla
Val
Leu
440
Ile
Ser
Glu
Lys
Leu
S
His
His
Leu
Thr
Ile
600
Leu
Ser
Val
Cys

Sar

42

Trp
Lys
265
Ser
Glu
Arg
His
Val
345
Leu
Gln
Ile
His
Arg
425
T
Asp
Lys
Phe
Glu
205
Met
Gly
Ala
Br'g
Gln
585
T
Gln
Gly
Pro
Leu

665
Phe

Trp
250
Ala
Phe
Arg
Pro
Ala
330
Asp
His
gl 5 4
Asn
Asn
410
Asn
Pro
Lys
Ser
Arg
490
Lys
Cys
Ser
Glu
gl a i g
570
Leu
Ala
Lys
Phe
Gln
650
Arg

Tyr

238
His

Lla
Pro
Tle
Arg
S15
Gly
His
Asn
Tyr
Phe
395
Tle
Leu
Asp
Val
Asn
475
Ser
Thr
Asp
Leu
Glu
555
Glu
Glu
Thr
Asn
Gly
635
Leu

Ala

Leu

Gly
TIF
Ser
Ser
300
Phe
Gly
Ala
Cys
Cys
380
Phe
ETH
Ser
Leu
His
460
Ty
Met
Glu
Leu
Asn
540
Val
Ser
Gln
Val
Val
620
Lys
Gly

Asp

Ala

Gln
TYE
Ile
285
i W i
TyE
Pro
Phe
Val
365
Asn
Tyr
His
Cys
Pro
445
Leu
Asn
Glu
Val
Leu
BEh
His
Ser
Leu
Val
Lys
605
Asp
Ala
Asp

Val

Asp

Pro
Phe
270
Tyr
Leu
Thr
Val
Gly
350
Asn
Lys
Met
Asp
Arg
430
Lys
Phe
Cys
Ala
Glu
ald
Arg
Leu
Lys
Asp
Asn
590
Val
His
Met
Thr
Arg

670
Lys

Met
2D
TER
Met
Leu
Met
Ser
235
Met
Ile
Met
Tyr
Phe
415
Lys
Arg
Val
Gly
Ile
495
Pro
Ile
Leu
Phe
Cys
979
Gln
Asn
Cys
Arg
Ser
655
Val

Asn

240
TEE

Pro
BTt
Lys
Tyr
320
Ala
Leu
Ile
Glu
Glu
400
Phe
Pro
Leu
Asp
Gly
480
Phe
Phe
Gln
Lys
Ser
560
Phe
Met
Leu
Leu
Met
640
Pro

Ern

Ile
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[0306]

[0307]

[0308]

[0309]

675 680 685
Thr His Gly Phe Leu Tyr Pro Pro Ala Ser Asn Arg Thr Ser Asp Ser
690 695 700
Gln Tyr Asp Ala Leu Ile Thr Ser Asn Leu Val Pro Met Tyr Glu Glu
705 710 715 720
Phe Arg Lys Met Trp Asp Tyr Phe His Ser Val Leu Leu Ile Lys His
725 730 735
Ala Thr Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro Ile Phe Asp
740 745 750
Tyr Asn Tyr Asp Gly His Phe Asp Ala Pro Asp Glu Ile Thr Lys His
755 760 7E5
Leu Ala Asn Thr Asp Val Pro Ile Pro Thr His Tyr Phe Val Val Leu
770 775 780
Thr Ser Cys Lys Asn Lys Ser His Thr Pro Glu Asn Cys Pro Gly Trp
785 790 795 800
Leu Asp Val Leu Pro Phe Ile Ile Pro His Arg Pro Thr Asn Val Glu
805 810 815
Ser Cys Pro Glu Gly Lys Pro Glu Ala Leu Trp Val Glu Glu Arg Phe
820 825 830
Thr Ala His Ile Ala Arg Val Arg Asp Val Glu Leu Leu Thr Gly Leu
835 840 845
Asp Phe Tyr Gln Asp Lys Val Gln Pro Val Ser Glu Ile Leu Gln Leu
850 855 860
Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Ile
865 870 875

SEQ ID No:8- K7 7% -ENPP3-FC

MTRLTVLALLAGLLASSRA* *AKQGSCRKKCFDASFRGLENCRCDVACKDRGDCCWDFEDTC
VESTRIWMCNKFRCGETRLEASLCSCSDDCLOQRKDCCADY KSVCOGET SWLEENCDTAQQSQCPEGED
LPPVILFSMDGFRAEYLYTWDTLMPNINKLKTCGIHSKYMRAMY PTKTFPNHYTIVTGLYPESHGIID
NNMYDVNLNENFSLSSKEQNNPAWWHGQPMNLTAMY QGLKAATY FWPGSEVAINGSFPSIYMPYNGSV
PFEERISTLLEKWLDLPKAERPREFYTMY FEEPDSSGHAGGPVSARVIKALQVVDHAFGMLMEGLKQRNL
HNCVNIILLADHGMDQTYCNKMEYMTDY FPRINFFYMYEGPAPRIRAHNIPHDFFSENSEEIVRNLSC
RKPDQHFKPYLTPDLPKRLHYAKNVRIDKVHLEFVDQOWLAVRSKSNTNCGGGNHGYNNEFRSMEATFL
AHGPSFKEKTEVEPFENIEVYNIMCDLLRIQPAPNNGTHGSLNHLLKVPEFYEPSHAEEVSKESVCGFA
NPLPTESLDCFCPHLONSTOQLEQVNOMLNLTOQEEITATVEKVNLPFGRPRVLOKNVDHCLLYHREYVSG
FGKAMRMPMWSSYTVPQLGDTSPLPPTVPDCLRADVRVPPSESQRCSFYLADKNITHGFLYPPASNRT
SDSQYDALITSNLVPMYEEFRKMWDY FHSVLLIKHATERNGVNVVSGPIFDYNYDGHFDAPDEITKHL
ANTDVPIPTHYFVVLTSCKNKSHT PENCPGWLDVLPFITPHRPTNVESCPEGKPEALWVEERFTAHTA
RVRDVELLTGLDEYQDKVOPVSEILOLKTYLPTFETT IDKTHTCPPCPAPELLGGPSVFLFPPKPKDT
IMISRTPEVTCVVVDVSHED PEVKFNWYVDGVEVHNAKTKPREEQYNS TYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVY TLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVESCSVMHEALHNHY TQKSLSLSPGK

R R - RERRAE TS, BT WL -ENPP3 3 1 Y TF AR AN E 0K, #HAAR IR 3k -Fe

Fe 3wk on (55 e A1 B DT

[0310]

SEQ ID No:9- KR35 & -ENPP3- FE [

43
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[0311]

[0312]

MTRLTVLALLAGLLASSRA* *AKQGSCRKKCFDASFRGLENCRCDVACKDRGDCCWDFEDTC
VESTRIWMCNKFRCGETRLEASLCSCSDDCLOQRKDCCADYKSVCOGET SWLEENCDTAQQSQCPEGED
LPPVILFSMDGFRAEYLYTWDTLMPNINKLKTCGIHSKYMRAMY PTKTFPNHYTIVTGLYPESHGIID
NNMYDVNLNENFSLSSKEQNNPAWWHGOPMNLTAMY QGLKAATY FWPGSEVAINGSFPSIYMPYNGSV

PFEERISTLLKWLDLPKAERPREYTMY FEEPDSSGHAGGPVSARVIKALQVVDHAFGMLMEGLKQRNL
HNCVNIILLADHGMDQTYCNKMEYMTDY FPRINFFYMYEGPAPRIRAHNIPHDFFSFNSEEIVRNLSC
RKPDQHFKPYLTPDLPKRLHYAKNVRIDKVHLEVDQOWLAVRSKSNTNCGGGNHGYNNEFRSMEATFL
AHGPSFKEKTEVEPFENIEVYNILMCDLLRIQPAPNNGTHGSLNHLLKVPEYEPSHAEEVSKESVCGEA
NPLPTESLDCFCPHLONSTQLEQVNOQMLNLTQEEITATVKVNLPFGRPRVLOENVDHCLLYHREYVSG
FGKAMRMPMWSSYTVPQLGDTSPLPPTVPDCLRADVRVPPSESQKCSFYLADKNITHGEFLY PEPASNRT
SDSQYDALITSNLVPMYEEFRKMWDY FHSVLLIKHATERNGVNVVSGPIFDYNYDGHFDAPDEITKHL
ANTDVPIPTHYFVVLTSCKNKSHT PENCPGWLDVLPFIIPHRPTNVESCPEGKPEALWVEERFTAHIA
RVRDVELLTGLDEYQDRVQPVSEILQLKTYLPTFETT IMKWVTFLLLLEFVSGSAFSRGVFRREAHKSE
IAHRYNDLGEQHFKGLVLIAFSQYLQKCSYDEHAKLVQEVTDFAKTCVADESAANCDKSLHTLFGDKL
CAIPNLRENYGELADCCTKQEPERNECFLOQHKDDNPSLPPFERPEAEAMCTSFKENPTTFMGHY LHEV
ARRHPYFYAPELLYYAEQYNEILTQCCAEADKESCLTPKLDGVKEKALVSSVRQRMKCSSMOKFGERA
FKAWAVARLSQTFPNADFAEITKLATDLTKVNKECCHGDLLECADDRAELAKYMCENQATISSKLQTC
CDKPLLKKAHCLSEVEHDTMPADLPAIAADFVEDQEVCKNYAEAKDVFLGTFLYEY SRRHPDYSVSLL
LRIAKKYEATLEKCCAEANPPACYGTVLAEFQPLVEEPKNLVKTNCDLYEKLGEYGFOQNAILVRYTQK
APQVSTPTLVEAARNLGRVGTKCCTLPEDQRLPCVEDYLSAILNRVCLLHEKTPVSEHVTKCCSGSLV
ERRPCFSALTVDETYVPKEFKAETFTFHSDICTLPEKEKQIKKQTALAELVKHKPKATAEQLKTVMDD
FAQFLDTCCKAADKDTCFSTEGPNLVTRCKDALARSWSHPQFEK

N RIZ - RE R RAE T FI, BT R -ENPP3FF FI T 4 AN 485 3, M ATk 3 -

EE s SN R 2 IR 7IE A P

[0313]

[0314]

[0315]

SEQ ID No:10- K7 A4 & -ENPP3

MTRLTVLALLAGLLASSRA* *AKQGSCRKKCFDASFRGLENCRCDVACKDRGDCCWDEEDTC
VESTRIWMCNKFRCGETRLEASLCSCSDDCLORKDCCADYKSVCQGETSWLEENCDTAQQSQCPEGFED
LPEVILFSMDGFRAEYLYTWDTLMPNINKLKTCGIHSKYMRAMY PTKTFPNHYTIVTGLYPESHGIID
NNMY DVNLNENFSLSSKEQNNPAWWHGOPMNLTAMY QOGLKAATY FWPGSEVAINGSFPSIYMPYNGSV
PFEERISTLLEWLDLPKAERPREFYTMY FEEPDSSGHAGGPVSARVIKALOVVDHAFPGMLMEGLEKQRNL
HNCVNIILLADHGMDQTYCNEMEYMTDY FPRINFFYMYEGPAPRIRAHNIPHDFEFSFNSEETVRNLSC
REPDOHFKPYLTPDLPKRLHYAKNVRIDKVHLEVDOQOWLAVRSKSNTNCGGGNHGYNNEFRSMEAIFL
AHGPSFRKERKTEVEPFENIEVYNILMCDLLRIQPAPNNGTHGSLNHLLKVPEFYEPSHAEEVSKEFSVCGEFA
NPLPTESLDCFCPHLONSTQLEQVNOMLNLTQEETITATVEKVNLPFGRPRVLOKNVDHCLLYHREYVSG
FGEKAMRMPMWSSYTVPQLGDTSPLPPTVPDCLRADVRVPPSESQRCSFYLADKNITHGFLYPPASNRT
SDSQYDALITSNLVEMYEEFREKMWDY FHSVLLIKHATERNGVNVVSGPIFDYNYDGHFDAPDEITKHL
ANTDVPIPTHYFVVLTSCKNKSHTPENCPGWLDVLPFIIPHRPTNVESCPEGKPEALWVEERFTAHIA
RVRDVELLTGLDEYQDKVQPVSEILQLKTYLPTFETTI

BN RN - RE R BAE TP, XN W2 -ENPP3FF FI K TH IR NS5 R, s 3Ron (5 5

ST E

[0316]

[0317]

SEQ.ID NO:11-ENPP4%3HL 1 7 41 - B Ak 7Y

Met Lys Leu Leu Val Ile Leu Leu Phe Ser Gly Leu Ile Thr Gly
Phe

1 5 10 15

Arg Ser Asp Ser Ser Ser Ser Leu Pro Pro Lys Leu Leu Leu Val
Ser

20 25 30

Phe Asp Gly Phe Arg Ala Asp Tyr Leu Lys Asn Tyr Glu Phe Pro

His

44
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a5 40 45
Leu Gln Asn Phe Ile Lys Glu Gly Val Leu Val Glu His Val Lys
Asn
50 55 60
Val Phe Ile Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val Thr
Gly
€5 70 75 80
Leu Tyr Glu Glu Ser His Gly Ile Val Ala Asn Ser Met Tyr Asp
Ala
Bi& 90 85
Val Thr Lys Lys His Phe Ser Asp Ser BAsn Asp Lys Asp Pro Phe
Trp
100 105 110
Trp Asn Glu Ala Val Pro Ile Trp Val Thr Asn Gln Leu Gln Glu
Asn
115 120 125
Arg Ser Ser Ala Ala Ala Met Trp Pro Gly Thr Asp Val Pro Ile
His
130 135 140
Asp Thr Ile Ser Ser Tyr Phe Met Asn Tyr Asn Ser Ser Val Ser
Phe
145 150 155
160
Glu Glu Arg Leu Asn Asn Ile Thr Met Trp Leu Asn Asn Ser Asn
BYo
165 170 175
Pro Val Thr Phe Ala Thr Leu Tyr Trp Glu Glu Pro Asp Ala Ser
[0318] Gly
180 185 190
His Lys Tyr Gly Pro Glu Asp Lys Glu Asn Met Ser Arg Val Leu
Lys
195 200 205
Lys Ile Asp Asp Leu Ile Gly Asp Leu Val Gln Arg Leu Lys Met
Leu
210 215 220
Gly Leu Trp Glu Asn Leu Asn Val Ile Ile Thr Ser Asp His Gly
Met
Z25 230 235
240
Thr Gln Cys Ser Gln Asp Arg Leu Ile Asn Leu Asp Ser Cys Ile
Asp
245 250 255
His Ser Tyr Tyr Thr Leu Ile Asp Leu Ser Pro Val Ala Ala Ile
Leu
260 265 270
Pro Lys Ile Asn Arg Thr Glu Val Tyr Asn Lys Leu Lys Asn Cys
Ser
275 280 285
Pro His Met Asn Val Tyr Leu Lys Glu Asp Ile Pro Asn Arg Phe
Tyr
290 295 300
Tyr Gln His Asn Asp Arg Ile Gln Pro Ile Ile Leu Val Ala Asp
Glu
305 310 315b
320
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Gly Trp Thr Ile Val Leu Asn Glu Ser Ser Gln Lys Leu Gly Asp

His
325 330 335
Gly Tyr Asp Asn Ser Leu Pro Ser Met His Pro Phe Leu Ala Ala
His
340 345 350
Gly Pro Ala Phe His Lys Gly Tyr Lys His Ser Thr Ile Asn Ile
Val
355 360 365
BAsp Ile Tyr Pro Met Met Cys His Ile Leu Gly Leu Lys Pro His
Pro
3@ 375 380
Asn Asn Gly Thr Phe Gly His Thr Lys Cys Leu Leu Val Asp Gln
[0319] Trp
385 390 3985
400
Cys Ile Asn Leu Pro Glu Ala Ile Ala Ile Val Ile Gly Ser Leu
Leu
405 410 415
Val Leu Thr Met Leu Thr Cys Leu Ile Ile Ile Met Gln Asn Arg
Leu
420 425 430
Ser Val Pro Arg Pro Phe Ser Arg Leu Gln Leu Gln Glu Asp Asp
Asp
435 440 445
Asp Pro Leu Ile Gly

450

[0320]  SEQ.ID NO:12-ENPP51%JERERSF 41
Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu

Ser

1 5 10 15

Leu Ser Thr Thr Phe Ser Leu Gln**Pro Ser Cys Ala Lys Glu Val
Lys

20 25 30

Ser Cys Lys Gly Arg Cys Phe Glu Arg Thr Phe Ser Asn Cys Arg

Cys
35 40 45

Asp Ala RAla Cys Val Ser Leu Gly Asn Cys Cys Leu Asp Phe Gln

Glu
[0321] - - =~

Thr Cys Val Glu Pro Thr His Ile Trp Thr Cys Asn Lys Phe Arg
Cys

€5 70 75

Gly Glu Lys Arg Leu Ser Arg Phe Val Cys Ser Cys Ala Asp Asp
Cys

85 90 95

Lys Thr His Asn Asp Cys Cys Ile Asn Tyr Ser Ser Val Cys Gln

Asp
100 105 110

Lys Lys Ser Trp Val Glu Glu Thr Cys Glu Ser Ile Asp Thr Pro

Glu

115 120 128
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Cys Pro Ala Glu Phe Glu Ser Pro Pro Thr Leu Leu Phe Ser Leu

Asp
130 135 140
Gly Phe Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu Pro
Val
145 150 155
160
Ile Ser Lys Leu Lys Asn Cys Gly Thr Tyr Thr Lys Asn Met Arg
Pro
165 170 175
Met Tyr Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val Thr
Gly
180 185 190
Leu Tyr Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr Asp
Pro
195 200 205
Lys Met Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe Asn
Pro
210 215 220
Leu Trp Tyr Lys Gly Gln Pro Ile Trp Val Thr Ala Asn His Gln
Glu
225 230 235
240
Val Lys Ser Gly Thr Tyr Phe Trp Pro Gly Ser Asp Val Glu Ile
Asp
245 250 255
Gly Ile Leu Pro Asp Ile Tyr Lys Val Tyr Asn Gly Ser Val Pro
[0322] Phe
260 265 270
Glu Glu Arg Ile Leu Ala Val Leu Glu Trp Leu Gln Leu Pro Ser
His
275 280 285
Glu Arg Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp Ser
Ser
290 293 300
Gly His Ser His Gly Pro Val Ser Ser Glu Val Ile Lys Ala Leu
Gln
305 310 315
320
Lys Val Asp Arg Leu Val Gly Met Leu Met Asp Gly Leu Lys Asp
Leu
325 330 335
Gly Leu Asp Lys Cys Leu Asn Leu Ile Leu Ile Ser Asp His Gly
Met
340 345 350
Glu Gln Gly Ser Cys Lys Lys Tyr Val Tyr Leu Asn Lys Tyr Leu
Gly
365 360 365
Asp Val Asn Asn Val Lys Val Val Tyr Gly Pro Ala Ala Arg Leu
Arg
370 3785 380
Pro Thr Asp Val Pro Glu Thr Tyr Tyr Ser Phe Asn Tyr Glu Ala
Leu
385 390 395
400
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Ala Lys Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Arg Pro

Tyr
405 410 415
Leu Lys Pro Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser Asp
Arg
420 425 430
Ile Glu Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu Ala
Leu
435 440 445
Asn Pro Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly Ser
Asp
450 455 460
Asn Leu Phe Ser Asn Met Gln Ala Leu Phe Ile Gly Tyr Gly Pro
Ala
465 470 475
480
Phe Lys His Gly Ala Glu Val Asp Ser Phe Glu Asn Ile Glu Val
Tyr
485 490 495
Asn Leu Met Cys Asp Leu Leu Gly Leu Ile Pro Ala Pro Asn Asn
Gly
500 505 510
Ser His Gly Ser Leu Asn His Leu Leu Lys Lys Pro Ile Tyr Asn
Pro
515 520 525
Ser His Pro Lys Glu Glu Gly Phe Leu Ser Gln Cys Pro Ile Lys
Ser
[0323] 530 535 540
Thr Ser Asn Asp Leu Gly Cys Thr Cys Asp Pro Trp Ile Val Pro
Ile
545 550 555
560
Lys Asp Phe Glu Lys Gln Leu Asn Leu Thr Thr Glu Asp Val Asp
Asp
565 570 575
Ile Tyr His Met Thr Val Pro Tyr Gly Arg Pro Arg Ile Leu Leu
Lys
580 585 590
Gln His Arg Val Cys Leu Leu Gln Gln Gln Gln Phe Leu Thr Gly
Tyr
595 600 605
Ser Leu Asp Leu Leu Met Pro Leu Trp Ala Ser Tyr Thr Phe Leu
Ser
610 615 620
Asn Asp Gln Phe Ser Arg Asp Asp Phe Ser Asn Cys Leu Tyr Gln
Asp
(335151 630 635
640
Leu Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Tyr Tyr Lys
Ser
645 650 655
Asn Ser Lys Leu Ser Tyr Gly Phe Leu Thr Pro Pro Arg Leu Asn
Arg
€60 €65 670
Val Ser Asn His Ile Tyr Ser Glu Ala Leu Leu Thr Ser Asn Ile
Val
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675 680 685
Pro Met Tyr Gln Ser Phe Gln Val Ile Trp His Tyr Leu His Asp
Thr
690 695 700
Leu Leu Gln Arg Tyr Ala His Glu Arg Asn Gly Ile Asn Val Val
Ser
705 710 715
720
Gly Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Tyr Asp Ser Leu
Glu
725 730 135
Ile Leu Lys Gln Asn Ser Arg Val Ile Arg Ser Gln Glu Ile Leu
Ile
740 745 750
Pro Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Gln Leu Ser
Glu
755 760 765
[0324] Thr Pro Leu Glu Cys Ser Ala Leu Glu Ser Ser Ala Tyr Ile Leu
Pro
770 775 780
His Arg Pro Asp Asn Ile Glu Ser Cys Thr His Gly Lys Arg Glu
Ser
785 790 795
800
Ser Trp Val Glu Glu Leu Leu Thr Leu His Arg Ala Arg Val Thr
Asp
805 810 815
Val Glu Leu Ile Thr Gly Leu Ser Phe Tyr Gln Asp Arg Gln Glu
Ser
820 825 830
Val Ser Glu Leu Leu Arg Leu Lys Thr His Leu Pro Ile Phe Ser
Gln
835 840 845
Glu Asp
850
[0325]  HL R RIZE : 55 BKFP B s UR RIZE : NPP LR 4 R 485 5 s ok = {5 5 KR 51 Ak 11 D) 1)
(A
[0326]  SEQ.ID NO:13-ENPP51-ALBZ IR T 51
Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu
Ser
1 5 10 15
Leu Ser Thr Thr Phe Ser Leu Gln**Pro Ser Cys Ala Lys Glu Val
Lys
[0327] 20 25 30
Ser Cys Lys Gly Arg Cys Phe Glu Arg Thr Phe Ser Asn Cys Arg
Cys
35 40 45
Asp Ala Rla Cys Val Ser Leu Gly Asn Cys Cys Leu Asp Phe Gln
Glu
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50 55 60
Thr Cys Val Glu Pro Thr His Ile Trp Thr Cys Asn Lys Phe Arg
Cys
65 70 7o 80
Gly Glu Lys Arg Leu Ser Arg Phe Val Cys Ser Cys Ala Asp Asp
Cys
85 90 95
Lys Thr His Asn Asp Cys Cys Ile Asn Tyr Ser Ser Val Cys Gln
Asp
100 105 110
Lys Lys Ser Trp Val Glu Glu Thr Cys Glu Ser Ile Asp Thr Pro
Glu
115 120 125
Cys Pro Ala Glu Phe Glu Ser Pro Pro Thr Leu Leu Phe Ser Leu
Asp
130 135 140
Gly Phe Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu Pro
Val
145 150 155
160
Ile Ser Lys Leu Lys Asn Cys Gly Thr Tyr Thr Lys Asn Met Arg
Pro
165 170 175
Met Tyr Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val Thr
Gly
180 185 190
Leu Tyr Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr Asp
[0328] Pro
185 200 205
Lys Met Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe Asn
PEG
210 215 220
Leu Trp Tyr Lys Gly Gln Pro Ile Trp Val Thr Ala Asn His Gln
Glu
285 230 235
240
Val Lys Ser Gly Thr Tyr Phe Trp Pro Gly Ser Asp Val Glu Ile
Asp
245 250 255
Gly Ile Leu Pro Asp Ile Tyr Lys Val Tyr Asn Gly Ser Val Pro
Phe
260 265 270
Glu Glu Arg Ile Leu Ala Val Leu Glu Trp Leu Gln Leu Pro Ser
His
275 280 285
Glu Arg Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp Ser
Ser
290 285 300
Gly His Ser His Gly Pro Val Ser Ser Glu Val Ile Lys Ala Leu
Gln
205 310 LY
320
Lys Val Asp Arg Leu Val Gly Met Leu Met Asp Gly Leu Lys Asp
Leu

325 330 335
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Gly Leu Asp Lys Cys Leu Asn Leu Ile Leu Ile Ser Asp His Gly

Met
340 345 350
Glu Gln Gly Ser Cys Lys Lys Tyr Val Tyr Leu Asn Lys Tyr Leu
Gly
358 360 365
Asp Val Asn Asn Val Lys Val Val Tyr Gly Pro Ala Ala Arg Leu
Arg
370 2T 380
Pro Thr Asp Val Pro Glu Thr Tyr Tyr Ser Phe Asn Tyr Glu Ala
Leu
385 390 395
400
Ala Lys Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Arg Pro
Tyr
405 410 415
Leu Lys Pro Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser Asp
Arg
420 425 430
Ile Glu Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu Ala
Leu
435 440 445
Asn Pro Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly Ser
Asp
450 455 460
Asn Leu Phe Ser Asn Met Gln Ala Leu Phe Ile Gly Tyr Gly Pro
Ala
465 470 475
[0329]  ,c,
Phe Lys His Gly Rla Glu Val Asp Ser Phe Glu Asn Ile Glu Val
Tyr
485 490 495
Asn Leu Met Cys Asp Leu Leu Gly Leu Ile Pro Ala Pro Asn Asn
Gly
500 505 510
Ser His Gly Ser Leu Asn His Leu Leu Lys Lys Pro Ile Tyr Asn
Pro
51§ 520 525
Ser His Pro Lys Glu Glu Gly Phe Leu Ser Gln Cys Pro Ile Lys
Ser
530 535 540
Thr Ser Asn Asp Leu Gly Cys Thr Cys Asp Pro Trp Ile Val Pro
Ile
545 550 E55
560
Lys Asp Phe Glu Lys Gln Leu Asn Leu Thr Thr Glu Asp Val Asp
Asp
565 570 o]
Ile Tyr His Met Thr Val Pro Tyr Gly Arg Pro Arg Ile Leu Leu
Lys
580 585 590
Gln His Arg Val Cys Leu Leu Gln Gln Gln Gln Phe Leu Thr Gly
Tyr
595 600 605
Ser Leu Asp Leu Leu Met Pro Leu Trp Ala Ser Tyr Thr Phe Leu
Ser
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€10 615 620
Asn Asp Gln Phe Ser Arg Asp Asp Phe Ser Asn Cys Leu Tyr Gln
Asp
625 630 €635
640
Leu Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Tyr Tyr Lys
Ser
645 650 €655
Asn Ser Lys Leu Ser Tyr Gly Phe Leu Thr Pro Pro Arg Leu Asn
Arg
660 665 670
Val Ser Asn His Ile Tyr Ser Glu Ala Leu Leu Thr Ser Asn Ile
Val
675 680 685
Pro Met Tyr Gln Ser Phe Gln Val Ile Trp His Tyr Leu His Asp
Thr
€690 695 700
Leu Leu Gln Arg Tyr Ala His Glu Arg Asn Gly Ile Asn Val Val
Ser
705 710 715
720
Gly Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Tyr Asp Ser Leu
Glu
725 730 735
Ile Leu Lys Gln Asn Ser Arg Val Ile Arg Ser Gln Glu Ile Leu
Ile
740 745 750
Pro Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Gln Leu Ser
[0330]
Glu
755 760 765
Thr Pro Leu Glu Cys Ser Ala Leu Glu Ser Ser Ala Tyr Ile Leu
Pro
770 785 780
His Arg Pro Asp Asn Ile Glu Ser Cys Thr His Gly Lys Arg Glu
Ser
785 790 795
800
Ser Trp Val Glu Glu Leu Leu Thr Leu His Arg Ala Arg Val Thr
Asp
805 810 815
Val Glu Leu Ile Thr Gly Leu Ser Phe Tyr Gln Asp Arg Gln Glu
Ser
820 825 830
Val Ser Glu Leu Leu Arg Leu Lys Thr His Leu Pro Ile Phe Ser
Gln
835 840 845
Glu Asp Gly Gly Ser Gly Gly Ser Met Lys Trp Val Thr Phe Leu
Leu
850 855 860
Leu Leu Phe Val Ser Gly Ser Ala Phe Ser Arg Gly Val Phe Arg
Arg
865 870 875
880
Glu Ala His Lys Ser Glu Ile Ala His Arg Tyr Asn Asp Leu Gly
Glu

885 890 893
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Gln His Phe Lys Gly Leu Val Leu Ile Ala Phe Ser Gln Tyr Leu
Gln
900 905 910
Lys Cys Ser Tyr Asp Glu His Ala Lys Leu Val Gln Glu Val Thr
Asp
915 920 925
Phe Ala Lys Thr Cys Val Ala Asp Glu Ser Ala Ala Asn Cys Asp
Lys
930 835 940
Ser Leu His Thr Leu Phe Gly Asp Lys Leu Cys Ala Ile Pro Asn
Leu
945 950 955
960
Arg Glu Asn Tyr Gly Glu Leu Ala Asp Cys Cys Thr Lys Gln Glu
Pro
965 970 75
Glu Arg Asn Glu Cys Phe Leu Gln His Lys Asp Asp Asn Pro Ser
Leu
980 985 990
Pro Pro Phe Glu Arg Pro Glu Ala Glu Ala Met Cys Thr Ser Phe
Lys
995 1000 1005
Glu Asn Pro Thr Thr Phe Met Gly His Tyr Leu His Glu Val Ala
1010 1015 1020
Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu Tyr Tyr Ala
1025 1030 1035
Glu Gln Tyr Asn Glu Ile Leu Thr Gln Cys Cys Ala Glu Ala Asp
[0331] 1040 1045 1050
Lys Glu Ser Cys Leu Thr Pro Lys Leu Asp Gly Val Lys Glu Lys
1055 1060 1065
Ala Leu Val Ser Ser Val Arg Gln Arg Met Lys Cys Ser Ser Met
1070 1075 1080
Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val Ala Arg
1085 1090 1095
Leu Ser Gln Thr Phe Pro Asn Ala Asp Phe Ala Glu Ile Thr Lys
1100 1105 1110
Leu Ala Thr Asp Leu Thr Lys Val Asn Lys Glu Cys Cys His Gly
1115 1120 1125
Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Glu Leu Ala Lys Tyr
1130 1135 1140
Met Cys Glu Asn Gln Ala Thr Ile Ser Ser Lys Leu Gln Thr Cys
1145 1150 1155
Cys Asp Lys Pro Leu Leu Lys Lys Ala His Cys Leu Ser Glu Val
1160 1165 1170
Glu His Asp Thr Met Pro Ala Asp Leu Pro Ala Ile Ala Ala Asp
1175 1180 1185
Phe Val Glu Asp Gln Glu Val Cys Lys Asn Tyr Ala Glu Ala Lys
1190 1195 1200
Asp Val Phe Leu Gly Thr Phe Leu Tyr Glu Tyr Ser Arg Arg His
1205 1210 1215
Pro Asp Tyr Ser Val Ser Leu Leu Leu Arg Leu Ala Lys Lys Tyr
1220 1225 1230
Glu Ala Thr Leu Glu Lys Cys Cys Ala Glu Ala Asn Pro Pro Ala
1235 1240 1245
Cys Tyr Gly Thr Val Leu Ala Glu Phe Gln Pro Leu Val Glu Glu
1250 1255 1260
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Pro Lys Asn Leu Val Lys Thr Asn Cys Asp Leu Tyr Glu Lys Leu
1265 1270 1295

Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu Val Arg Tyr Thr Gln
1280 1285 1290

Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val Glu Ala Ala Arg
1295 1300 1305

Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu Pro Glu Asp
1310 1315 1320

Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala Ile Leu Asn
1325 1350 1335

Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu His Val
1340 1345 1350

Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg Pro Cys Phe
1355

[0332] Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Lys

1370 1375 1380

Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro Glu
1385 1390 1395

Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu Val
1400 1405 1410

Lys His Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys Thr Val Met
1415 1420 1425

Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys Ala Ala Asp
1430 1435 1440

Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu Val Thr Arg
1445 1450 1455

Cys Lys Asp Ala Leu Ala Arg Ser Trp Ser His Pro Gln Phe Glu
1460 1465 1470

Lys

[0333]  HLRNRIZE: 15 5 KT F1 s XU RIZR :NPP LI TR UR RN 45 51 5 = {5 5 Bk P 51 b 11 D155
(DA RERENG & > N = =)
[0334]  SEQ.ID NO:14-ENPP5-NPP3-Fc/+ %)

Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu

Ser
1 3 10 15
Leu Ser Thr Thr Phe Ser**Lys Gln Glvy Ser Cys Arg Lys Lys Cys
Phe
20 25 30
Asp RAla Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Ala
[0335] Cys
25 40 45
Lys Asp Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val
Glu
50 55 60
Ser Thr Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Arg
Leu

65 70 15 80

54



CN 116406281 A iﬂ' HH :I:; 46/156 11

Glu Ala Ser Leu Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys

Asp
85 90 95
Cys Cys Ala Asp Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp
Leu
100 105 110
Glu Glu Asn Cys Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly
Phe
115 120 125
Asp Leu Pro Pro Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala
Glu
130 135 140
Tyr Leu Tyr Thr Trp Asp Thr Leu Met Pro Asn Ile Asn Lys Leu
Lys
145 150 155
160
Thr Cys Gly Ile His Ser Lys Tyr Met Arg Ala Met Tyr Pro Thr
Lys
165 170 175
Thr Phe Pro Asn His Tyr Thr Ile Val Thr Gly Leu Tyr Pro Glu
Ser
180 185 190
His Gly Ile Ile Asp Asn Asn Met Tyr Asp Val Asn Leu Asn Lys
Asn
185 200 205
Phe Ser Leu Ser Ser Lys Glu Gln Asn Asn Pro Rla Trp Trp His
Gly
[0336] 210 215 220
Gln Pro Met Trp Leu Thr Ala Met Tyr Gln Gly Leu Lys Ala Ala
Thr
225 230 235
240
Tyr Phe Trp Pro Gly Ser Glu Val Ala TIle Asn Gly Ser Phe Pro
Ser
245 250 285
Ile Tyr Met Pro Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile
(Sishs
260 265 270
Thr Leu Leu Lys Trp Leu Asp Leu Pro Lys Ala Glu Arg Pro Arg
Phe
275 280 285
Tyr Thr Met Tyr Phe Glu Glu Pro Asp Ser Ser Gly His Ala Gly
Gly
290 295 300
Pro Val Ser Ala Arg Val Ile Lys Ala Leu Gln Val Val Asp His
Ala
305 310 315
320
Phe Gly Met Leu Met Glu Gly Leu Lys Gln Arg Asn Leu His Asn
Cys
325 350 335
Val Asn Ile Ile Leu Leu Ala Asp His Gly Met Asp Gln Thr Tyr
Cys
340 345 350
Asn Lys Met Glu Tyr Met Thr Asp Tyr Phe Pro Arg Ile Asn Phe
Phe
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355 360 365
Tyr Met Tyr Glu Gly Pro Ala Pro Arg Ile Arg ARla His Asn Ile
Pro
370 375 380
His Asp Phe Phe Ser Phe Asn Ser Glu Glu Ile Val Arg Asn Leu
Ser
385 390 395
400
Cys Arg Lys Pro Asp Gln His Phe Lys Pro Tyr Leu Thr Pro Asp
Leu
405 410 415
Pro Lys Arg Leu His Tyr Ala Lys Asn Val Arg Ile Asp Lys Val
His
420 425 430
Leu Phe Val Asp Gln Gln Trp Leu Ala Val Arg Ser Lys Ser Asn
Thr
435 440 445
Asn Cys Gly Gly Gly Asn His Gly Tyr Asn Asn Glu Phe Arg Ser
Met
450 455 460
Glu Ala Ile Phe Leu Ala His Gly Pro Ser Phe Lys Glu Lys Thr
Glu
465 470 475
480
Val Glu Pro Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp
Leu
485 490 495
Leu Arg Ile Gln Pro Ala Pro Bsn Asn Gly Thr His Gly Ser Leu
[0337]
Asn
500 505 510
His Leu Leu Lys Val Pro Phe Tyr Glu Pro Ser His Ala Glu Glu
Val
515 520 528
Ser Lys Phe Ser Val Cys Gly Phe Ala Asn Pro Leu Pro Thr Glu
Ser
530 535 540
Leu Asp Cys Phe Cys Pro His Leu Gln Asn Ser Thr Gln Leu Glu
Gln
545 550 555
560
Val Asn Gln Met Leu Asn Leu Thr Gln Glu Glu Ile Thr Ala Thr
Val
{75 570 575
Lys Val Asn Leu Pro Phe Gly Arg Pro Arg Val Leu Gln Lys Asn
Val
580 585 590
Asp His Cys Leu Leu Tyr His Arg Glu Tyr Val Ser Gly Phe Gly
Lys
585 600 €605
Ala Met Arg Met Pro Met Trp Ser Ser Tyr Thr Val Pro Gln Leu
Gly
610 615 620
Asp Thr Ser Pro Leu Pro Pro Thr Val Pro Asp Cys Leu Arg Ala
Asp
625 630 635
640
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Val Arg Val Pro Pro Ser Glu Ser Gln Lys Cys Ser Phe Tyr Leu

Ala
645 650 655
Asp Lys Asn Ile Thr His Gly Phe Leu Tyr Pro Pro Ala Ser Asn
Arg
660 665 670
Thr Ser Asp Ser Gln Tyr Asp Ala Leu Ile Thr Ser Asn Leu Val
Pro
€75 €80 €85
Met Tyr Glu Glu Phe Arg Lys Met Trp Asp Tyr Phe His Ser Val
Leu
690 695 700
Leu Ile Lys His RAla Thr Glu Arg Asn Gly Val Asn Val Val Ser
Gly
705 710 715
720
Pro Ile Phe Asp Tyr Asn Tyr Asp Gly His Phe Asp Ala Pro Asp
EARE
725 730 735
Ile Thr Lys His Leu Ala Asn Thr Asp Val Pro Ile Pro Thr His
Tyr
740 745 750
Phe Val Val Leu Thr Ser Cys Lys Asn Lys Ser His Thr Pro Glu
Asn
755 760 765
Cys Pro Gly Trp Leu Asp Val Leu Pro Phe Ile Ile Pro His Arg
Pro
770 775 780
[0338] Th
r Asn Val Glu Ser Cys Pro Glu Gly Lys Pro Glu Ala Leu Trp
Val
785 790 795
800
Glu Glu Arg Phe Thr Ala His Ile Ala Arg Val Arg Asp Val Glu
Leu
805 810 Bl5
Leu Thr Gly Leu Asp Phe Tyr Gln Asp Lys Val Gln Pro Val Ser
Glu
820 825 830
Ile Leu Gln Leu Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Tle
Asp
835 840 845
Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
Gly
850 855 860
Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
Ile
865 870 875
880
Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
Glu
885 890 Bas
Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
His
900 905 910
Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
Arg
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918 920 925
Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
Lys
930 935 940
Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
Glu
945 950 855
960
Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
Tyr
965 970 2875
Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
Leu
[0339] 980 985 990
Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
Trp
995 1000 1005
Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
1010 1015 1020
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
1025 1030 1035
Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
1040 1045 1050
Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
1093 1060 1065
Ser Leu Ser Pro Gly Lys
1070

[0340]  PATRRILZE - 15 5 K5 51 5 XUR RIZR - NPP33 I FF 4 A 45 5 s sk = 15 5 IR 51 Ak I D) 1)
hE AR ERI B EB RS
[0341]  SEQ.ID NO:15-ENPP5-NPP3- {4 %K %4

Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu

Ser
1 5 10 15
Leu Ser Thr Thr Phe Ser**Lys Gln Gly Ser Cys Arg Lys Lys Cys
Phe
20 25 30
Asp Ala Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Ala
Cys
[0342] 35 40 45
Lys Asp Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val
Glu
50 55 60
Ser Thr Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Arg
Leu
65 70 75 80
Glu Ala Ser Leu Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys
Asp
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85 90 95
Cys Cys Ala Asp Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp
Leu
100 105 110
Glu Glu Asn Cys Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly
Phe
115 120 125
Asp Leu Pro Pro Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala
Glu
130 135 140
Tyr Leu Tyr Thr Trp Asp Thr Leu Met Pro Asn Ile Asn Lys Leu
Lys
145 150 155
160
Thr Cys Gly Ile His Ser Lys Tyr Met Arg Ala Met Tyr Pro Thr
Lys
165 170 1%5
Thr Phe Pro Asn His Tyr Thr Ile Val Thr Gly Leu Tyr Pro Glu
Ser
180 185 190
His Gly Ile Ile Asp Asn Asn Met Tyr Asp Val Asn Leu Asn Lys
Asn
195 200 205
Phe Ser Leu Ser Ser Lys Glu Gln Asn Asn Pro Ala Trp Trp His
Gly
210 215 220
Gln Pro Met Trp Leu Thr Ala Met Tyr Gln Gly Leu Lys Ala Ala
[0343] Thr
2Z5 230 235
240
Tyr Phe Trp Pro Gly Ser Glu Val Ala Ile Asn Gly Ser Phe Pro
Ser
245 250 258
Ile Tyr Met Pro Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile
Ser
260 26b 270
Thr Leu Leu Lys Trp Leu Asp Leu Pro Lys Ala Glu Arg Pro Arg
Phe
275 280 285
Tyr Thr Met Tyr Phe Glu Glu Pro Asp Ser Ser Gly His Ala Gly
Gly
290 2895 300
Pro Val Ser ARla Arg Val Ile Lys Ala Leu Gln Val Val Asp His
Ala
305 310 L5
3210
Phe Gly Met Leu Met Glu Gly Leu Lys Gln Arg Asn Leu His Asn
Cys
323 330 F35
Val Asn Ile Ile Leu Leu Ala Asp His Gly Met Asp Gln Thr Tyr
Cys
340 345 350
Asn Lys Met Glu Tyr Met Thr Asp Tyr Phe Pro Arg Ile Asn Phe
FPhe

355 360 365
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Tyr Met Tyr Glu Gly Pro Ala Pro Arg Ile Arg Ala His Asn Ile

PTG
370 37D 380
His Asp Phe Phe Ser Phe Asn Ser Glu Glu Ile Val Arg Asn Leu
Ser
385 390 385
400
Cys Arg Lys Pro Asp Gln His Phe Lys Pro Tyr Leu Thr Pro Asp
Leu
405 410 415
Pro Lys Arg Leu His Tyr Ala Lys Asn Val Arg Ile Asp Lys Val
His
420 425 430
Leu Phe Val Asp Gln Gln Trp Leu Ala Val Arg Ser Lys Ser Asn
Thr
435 440 445
Asn Cys Gly Gly Gly Asn His Gly Tyr Asn Asn Glu Phe Arg Ser
Met
450 455 460
Glu Ala Ile Phe Leu Ala His Gly Pro Ser Phe Lys Glu Lys Thr
Glu
465 470 475
480
Val Glu Pro Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp
Leu
485 490 495
Leu Arg Ile Gln Pro Ala Pro Asn Asn Gly Thr His Gly Ser Leu
[0344] Asn
500 505 510
His Leu Leu Lys Val Pro Phe Tyr Glu Pro Ser His Ala Glu Glu
Val
515 520 525
Ser Lys Phe Ser Val Cys Gly Phe Ala Asn Pro Leu Pro Thr Glu
Ser
530 535 540
Leu Asp Cys Phe Cys Pro His Leu Gln Asn Ser Thr Gln Leu Glu
Gln
545 250 S
560
Val Asn Gln Met Leu Asn Leu Thr Gln Glu Glu Ile Thr Ala Thr
Val
565 570 E75
Lys Val Asn Leu Pro Phe Gly Arg Pro Arg Val Leu Gln Lys Asn
Val
580 585 590
Asp His Cys Leu Leu Tyr His Arg Glu Tyr Val Ser Gly Phe Gly
Lys
283 600 605
Ala Met Arg Met Pro Met Trp Ser Ser Tyr Thr Val Pro Gln Leu
Gly
€10 615 620
Asp Thr Ser Pro Leu Pro Pro Thr Val Pro Asp Cys Leu Arg Ala
Asp
625 630 &35
640
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Val Arg Val Pro Pro Ser Glu Ser Gln Lys Cys Ser Phe Tyr Leu

Ala
645 650 €655
Asp Lys Asn Ile Thr His Gly Phe Leu Tyr Pro Pro Ala Ser Asn
Arg
660 665 670
Thr Ser Asp Ser Gln Tyr Asp Ala Leu Ile Thr Ser Asn Leu Val
Brio
€675 680 685
Met Tyr Glu Glu Phe Arg Lys Met Trp Asp Tyr Phe His Ser Val
Leu
690 €95 700
Leu Ile Lys His Ala Thr Glu Arg Asn Gly Val Asn Val Val Ser
Gly
705 710 715
720
Pro Ile Phe Asp Tyr Asn Tyr Asp Gly His Phe Asp Ala Pro Asp
Glu
725 730 735
Ile Thr Lys His Leu Ala Asn Thr Asp Val Pro Ile Pro Thr His
Tyr
740 745 750
Phe Val Val Leu Thr Ser Cys Lys Asn Lys Ser His Thr Pro Glu
Asn
755 760 765
Cys Pro Gly Trp Leu Asp Val Leu Pro Phe Ile Ile Pro His Arg
Pro
[0345] 770 775 780
5 Thr Asn Val Glu Ser Cys Pro Glu Gly Lys Pro Glu Ala Leu Trp
Val
785 790 795
800
Glu Glu Arg Phe Thr Ala His Ile Ala Arg Val Arg Asp Val Glu
Leu
805 810 815
Leu Thr Gly Leu Asp Phe Tyr Gln Asp Lys Val Gln Pro Val Ser
Glu
820 825 830
Ile Leu Gln Leu Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Ile
Gly
835 840 845
Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Met Lys
Trp
850 855 860
Val Thr Phe Leu Leu Leu Leu Phe Val Ser Gly Ser Ala Phe Ser
Arg
865 870 B75
880
Gly Val Phe Arg Arg Glu Ala His Lys Ser Glu Ile Ala His Arg
Tyr
885 890 895
Asn Asp Leu Gly Glu Gln His Phe Lys Gly Leu Val Leu Ile Ala
Phe
900 905 910
Ser Gln Tyr Leu Gln Lys Cys Ser Tyr Asp Glu His Ala Lys Leu
vVal
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915 920 925
Gln Glu Val Thr Asp Phe Ala Lys Thr Cys Val Ala Asp Glu Ser
Ala
930 935 940
Ala Asn Cys Asp Lys Ser Leu His Thr Leu Phe Gly Asp Lys Leu
Cys
945 950 955
960
Ala Ile Pro Asn Leu Arg Glu Asn Tyr Gly Glu Leu Ala Asp Cys
Cys
965 970 278
Thr Lys Gln Glu Pro Glu Arg Asn Glu Cys Phe Leu Gln His Lys
Asp
980 985 990
Asp Asn Pro Ser Leu Pro Pro Phe Glu Arg Pro Glu Ala Glu Ala
Met
995 1000 1005
Cys Thr Ser Phe Lys Glu Asn Pro Thr Thr Phe Met Gly His Tyr
1010 1015 1020
Leu His Glu Val Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu
1025 1030 1035
Leu Leu Tyr Tyr Ala Glu Gln Tyr Asn Glu Ile Leu Thr Gln Cys
1040 1045 1050
Cys Ala Glu Ala Asp Lys Glu Ser Cys Leu Thr Pro Lys Leu Asp
1085 1060 1065
Gly Val Lys Glu Lys Ala Leu Val Ser Ser Val Arg Gln Arg Met
1070 1075 1080
Lys Cys Ser Ser Met Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala
[0346] 1085 1090 1095
Trp Ala Val Ala Arg Leu Ser Gln Thr Phe Pro Asn Ala Asp Phe
1100 1105 1110
Ala Glu Ile Thr Lys Leu Ala Thr Asp Leu Thr Lys Val Asn Lys
1115 1120 1125
Glu Cys Cys His Gly Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala
1130 1135 1140
Glu Leu Ala Lys Tyr Met Cys Glu Asn Gln Ala Thr Ile Ser Ser
1145 1150 1155
Lys Leu Gln Thr Cys Cys Asp Lys Pro Leu Leu Lys Lys Ala His
1160 1165 1170
Cys Leu Ser Glu Val Glu His Asp Thr Met Pro Ala Asp Leu Pro
1175 1180 1185
Ala Ile Ala Ala Asp Phe Val Glu Asp Gln Glu Val Cys Lys Asn
1190 1195 1200
Tyr Ala Glu Ala Lys Asp Val Phe Leu Gly Thr Phe Leu Tyr Glu
1205 1210 12715
Tyr Ser Arg Arg His Pro Asp Tyr Ser Val Ser Leu Leu Leu Arg
1220 1225 1230
Leu Ala Lys Lys Tyr Glu Ala Thr Leu Glu Lys Cys Cys Ala Glu
1235 1240 1245
Ala Asn Pro Pro Ala Cys Tyr Gly Thr Val Leu Ala Glu Phe Gln
1250 1255 1260
Pro Leu Val Glu Glu Preo Lys Asn Leu Val Lys Thr Asn Cys Asp
1265 1270 123
Leu Tyr Glu Lys Leu Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu
1280 1285 1290

Val Arg Tyr Thr Gln Lys Ala Pro Gln Val Ser Thr Pro Thr Leu
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1295 1300 1305

Val Glu Ala Ala Arg Asn Leu Gly Arg Val Gly Thr Lys Cys Cys
1310 1315 1320

Thr Leu Pro Glu Asp Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu
1325 1330 1335

Ser Ala Ile Leu Asn Arg Val Cys Leu Leu His Glu Lys Thr Pro
1340 1345 1350

Val Ser Glu His Val Thr Lys Cys Cys Ser Gly Ser Leu Val Glu
1355 1360 1365

Arg Arg Pro Cys Phe Ser Ala Leu Thr Val Asp Glu Thr Tyr Val
1370 1375 1380

[0347] Pro Lys Glu Phe Lys Ala Glu Thr Phe Thr Phe His Ser Asp Ile

1385 1390 1395

Cys Thr Leu Pro Glu Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala
1400 1405 1410

Leu Ala Glu Leu Val Lys His Lys Pro Lys Ala Thr Ala Glu Gln
1415 1420 1425

Leu Lys Thr Val Met Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys
1430 1435 1440

Cys Lys Ala Ala Asp Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro
1445 1450 1455

Asn Leu Val Thr Arg Cys Lys Asp Ala Leu Ala
1460 1465

[0348]  FARRIZR AF ST F WU RIZR : NPP3IFI UG AN GE B s ok = 15 5 Ik 7 71 4 1) D) 1
P E s AR AR LR A EA TS
[0349]  SEQ.ID NO:16-ENPP5&E H i 155 /741

Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu

Ser
[0350] 1 5| 10 15
Leu Ser Thr Thr Phe Ser Xaa
20

[0351]  SEQ.ID NO:17-ENPP51-Fc
Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu

Ser
1 5 10 15
Leu Ser Thr Thr Phe Ser**Gly Leu Lys Pro Ser Cys Ala Lys Glu
Val
20 25 30
Lys Ser Cys Lys Gly Arg Cys Phe Glu Arg Thr Phe Gly Asn Cys
[0352] Arg
35 40 45
Cys Asp Ala Ala Cys Val Glu Leu Gly Asn Cys Cys Leu Asp Tyr
Gln
50 55 60
Glu Thr Cys Ile Glu Pro Glu His Ile Trp Thr Cys Asn Lys Phe
Arg

373} 70 25 80
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Cys Gly Glu Lys Arg Leu Thr Arg Ser Leu Cys Ala Cys Ser Asp

Asp
85 90 95
Cys Lys Asp Lys Gly Asp Cys Cys Ile Asn Tyr Ser Ser Val Cys
Gln
100 105 110
Gly Glu Lys Ser Trp Val Glu Glu Pro Cys Glu Ser Ile Asn Glu
PED
115 120 125
Gln Cys Pro Ala Gly Phe Glu Thr Pro Pro Thr Leu Leu Phe Ser
Leu
130 135 140
Asp Gly Phe Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu
P¥D
145 150 155
160
Val Ile Ser Lys Leu Lys Lys Cys Gly Thr Tyr Thr Lys Asn Met
Arg
165 170 175
Pro Val Tyr Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val
Thr
180 185 190
Gly Leu Tyr Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr
Asp
195 200 205
Pro Lys Met Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe
Asn
[0353] 210 215 220
Pro Glu Trp Tyr Lys Gly Glu Pro Ile Trp Val Thr Ala Lys Tyr
Gln
225 230 235
240
Gly Leu Lys Ser Gly Thr Phe Phe Trp Pro Gly Ser Asp Val Glu
Ile
245 250 285
Asn Gly Tle Phe Pro Asp Ile Tyr Lys Met Tyr Asn Gly Ser Val
Pro
260 265 270
Phe Glu Glu Arg Ile Leu Ala Val Leu Gln Trp Leu Gln Leu Pro
Lys
275 280 285
Asp Glu Arg Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp
Ser
290 295 300
Ser Gly His Ser Tyr Gly Pro Val Ser Ser Glu Val Ile Lys Ala
Leu
305 310 315
320
Gln Arg Val Asp Gly Met Val Gly Met Leu Met Asp Gly Leu Lys
Glu
328 330 335
Leu Asn Leu His Arg Cys Leu Asn Leu Ile Leu Ile Ser Asp His
Gly
340 345 350
Met Glu Gln Gly Ser Cys Lys Lys Tyr Ile Tyr Leu Asn Lys Tyr
Leu
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355 360 365
Gly Asp Val Lys Asn Ile Lys Val Ile Tyr Gly Pro Ala Ala Arg
Leu
370 375 380
Arg Pro Ser Asp Val Pro Asp Lys Tyr Tyr Ser Phe Asn Tyr Glu
Gly
385 390 395
400
Ile BRla Arg Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Lys
Pro
405 410 415
Tyr Leu Lys His Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser
Asp
420 425 430
Arg TIle Glu Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu
RAla
435 440 445
Leu Asn Pro Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly
Ser
450 455 460
Asp Asn Val Phe Ser Asn Met Gln Ala Leu Phe Val Gly Tyr Gly
Pro
465 470 475
480
Gly Phe Lys His Gly Ile Glu Ala Asp Thr Phe Glu Asn Ile Glu
Val
485 490 495
Tyr Asn Leu Met Cys Asp Leu Leu Asn Leu Thr Pro ARla Pro Asn
[0354]
Asn
500 505 510
Gly Thr His Gly Ser Leu Asn His Leu Leu Lys Asn Pro Val Tyr
Thr
518 520 525
Pro Lys His Pro Lys Glu Val His Pro Leu Val Gln Cys Pro Phe
Thr
530 S35 540
Arg Asn Pro Arg Asp Asn Leu Gly Cys Ser Cys Asn Pro Ser Ile
Leu
545 550 555
560
Pro Ile Glu Asp Phe Gln Thr Gln Phe Asn Leu Thr Val Ala Glu
Glu
565 570 s
Lys Ile Ile Lys His Glu Thr Leu Pro Tyr Gly Arg Pro Arg Val
Leu
580 585 590
Gln Lys Glu Asn Thr Ile Cys Leu Leu Ser Gln His Gln Phe Met
Ser
595 600 €605
Gly Tyr Ser Gln Asp Ile Leu Met Pro Leu Trp Thr Ser Tyr Thr
Val
610 €15 620
Asp Arg Asn Asp Ser Phe Ser Thr Glu Asp Phe Ser Asn Cys Leu
Tyr
625 630 635
640
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Gln Asp Phe Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Phe

Tyr
€645 650 655
Lys Asn Asn Thr Lys Val Ser Tyr Gly Phe Leu Ser Pro Pro Gln
Leu
660 665 670
Asn Lys Asn Ser Ser Gly Ile Tyr Ser Glu Ala Leu Leu Thr Thr
Asn
675 €80 685
Ile Val Pro Met Tyr Gln Ser Phe Gln Val Ile Trp Arg Tyr Fhe
His
€690 695 700
Asp Thr Leu Leu Arg Lys Tyr Ala Glu Glu Arg Asn Gly Val Asn
Val
705 710 718
720
Val Ser Gly Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Cys Asp
Ser
725 730 135
Leu Glu Asn Leu Arg Gln Lys Arg Arg Val Ile Arg Asn Gln Glu
Ile
740 745 750
Leu Ile Pro Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Asp
ikl atis
155 760 765
Ser Gln Thr Pro Leu His Cys Glu Asn Leu Asp Thr Leu Ala Phe
Ile
770 s 780
[0355] Leu Pro His Arg Thr Asp Asn Ser Glu Ser Cys Val His Gly Lys
His
785 790 795
800
Asp Ser Ser Trp Val Glu Glu Leu Leu Met Leu His Arg Ala Arg
Ile
805 810 815
Thr Asp Val Glu His Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg
Lys
820 825 830
Glu Pro Val Ser Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr
Phe
835 840 845
Ser Gln Glu Asp Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
Pro
850 855 860
Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
Lys
865 870 875
880
Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
Val
885 890 895
Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
Asp
900 905 910
Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
Tyr
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515 920 925
Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
Asp
930 935 940
Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
Leu
945 950 955
960
Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
Arg
965 970 975
Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr
Lys
[0356] 980 985 990
Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
Asp
598 1000 1005
Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
1010 1015 1020
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
1025 1030 1035
Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
1040 1045 1050
Val Phe 8Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
1055 1060 1065
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
1070 1075

[0357] AR RIIZE : (55 K5 41 s XUR RIJ 2k - NPP3 [ 4 RN 45 B 5 sk = 5 5 JBk 5 27 Adb 1 7))
(DA RE LN & S N AT ]
[0358]  SEQ.ID NO:18-ENPP71-FcZ MR 751

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu

Leu
1 5 10 15
Ala Pro Gly Ala Gly Ala**Gly Leu Lys Pro Ser Cys Ala Lys Glu
Val
20 25 30
Lys Ser Cys Lys Gly Arg Cys Phe Glu Arg Thr Phe Gly Asn Cys
Arg
[0359] 35 40 45
5 Cys Asp Ala Ala Cys Val Glu Leu Gly Asn Cys Cys Leu Asp Tyr
Gln
50 55 60
Glu Thr Cys Ile Glu Pro Glu His Ile Trp Thr Cys Asn Lys Phe
Arg
65 70 75 80
Cys Gly Glu Lys Arg Leu Thr Arg Ser Leu Cys Ala Cys Ser Asp
Asp

85 90 95
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Cys Lys Asp Lys Gly Asp Cys Cys Ile Asn Tyr Ser Ser Val Cys

Gln
100 105 110
Gly Glu Lys Ser Trp Val Glu Glu Pro Cys Glu Ser Ile Asn Glu
i )
115 120 125
Gln Cys Pro Ala Gly Phe Glu Thr Proc Pro Thr Leu Leu Phe Ser
Leu
130 135 140
Asp Gly Phe Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu
Pro
145 150 155
160
Val Ile Ser Lys Leu Lys Lys Cys Gly Thr Tyr Thr Lys Asn Met
Arg
165 170 175
Pro Val Tyr Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val
THE
180 185 190
Gly Leu Tyr Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr
Asp
195 200 205
Pro Lys Met Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe
Asn
210 215 220
Pro Glu Trp Tyr Lys Gly Glu Pro Ile Trp Val Thr Ala Lys Tyr
Gln
225 230 235
[0360] ..,
Gly Leu Lys Ser Gly Thr Phe Phe Trp Pro Gly Ser Asp Val Glu
Ile
245 250 258
Asn Gly Ile Phe Pro Asp Ile Tyr Lys Met Tyr Asn Gly Ser Val
BEE
260 265 270
Phe Glu Glu Arg Ile Leu Ala Val Leu Gln Trp Leu Gln Leu Pro
Lys
275 280 ZB5
Asp Glu Arg Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp
Ser
290 295 300
Ser Gly His Ser Tyr Gly Pro Val Ser Ser Glu Val Ile Lys Ala
Leu
305 310 315
320
Gln Arg Val Asp Gly Met Val Gly Met Leu Met Asp Gly Leu Lys
Glu
Z25 330 235
Leu Asn Leu His Arg Cys Leu Asn Leu Ile Leu Ile Ser Asp His
Gly
340 345 350
Met Glu Gln Gly Ser Cys Lys Lys Tyr Ile Tyr Leu Asn Lys Tyr
Leu
355 360 365
Gly Asp Val Lys Asn Ile Lys Val Ile Tyr Gly Pro Ala Ala Arg
Leu
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370 375 380
Arg Pro Ser Asp Val Pro Asp Lys Tyr Tyr Ser Phe Asn Tyr Glu
Gly
385 390 395
400
Ile Ala Arg Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Lys
Pro
405 410 415
Tyr Leu Lys His Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser
Asp
420 425 430
Arg Ile Glu Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu
Ala
435 440 445
Leu Asn Pro Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly
Ser
450 455 460
Asp Asn Val Phe Ser Asn Met Gln Ala Leu Phe Val Gly Tyr Gly
Pro
465 470 475
480
Gly Phe Lys His Gly Ile Glu Ala Asp Thr Phe Glu Asn Ile Glu
Val
485 490 495
Tyr Asn Leu Met Cys Asp Leu Leu Asn Leu Thr Pro Ala Pro Asn
Asn
500 505 510
Gly Thr His Gly Ser Leu Asn His Leu Leu Lys Asn Pro Val Tyr
[0361]
Thr
515 520 525
Pro Lys His Pro Lys Glu Val His Pro Leu Val Gln Cys Pro Phe
Thr
530 535 540
Arg Asn Pro Arg Asp Asn Leu Gly Cys Ser Cys Asn Pro Ser Ile
Leu
545 550 555
560
Pro Ile Glu Asp Phe Gln Thr Gln Phe Asn Leu Thr Val Ala Glu
Glu
565 570 375
Lys Ile Ile Lys His Glu Thr Leu Pro Tyr Gly Arg Pro Arg Val
Leu
580 585 590
Gln Lys Glu Asn Thr Ile Cys Leu Leu Ser Gln His Gln Phe Met
Ser
595 600 €05
Gly Tyr Ser Gln Asp Ile Leu Met Pro Leu Trp Thr Ser Tyr Thr
Val
610 615 620
Asp Arg Asn Asp Ser Phe Ser Thr Glu Asp Phe Ser Asn Cys Leu
Tyr
625 630 635
€40
Gln Asp Phe Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Phe
Tyr

645 650 655
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Lys Asn Asn Thr Lys Val Ser Tyr Gly Phe Leu Ser Pro Pro Gln

Leu
660 665 670
Asn Lys Asn Ser Ser Gly Ile Tyr Ser Glu Ala Leu Leu Thr Thr
Asn
€675 €680 685
Ile Val Pro Met Tyr Gln Ser Phe Gln Val Ile Trp Arg Tyr Phe
His
690 €695 700
Asp Thr Leu Leu Arg Lys Tyr Ala Glu Glu Arg Asn Gly Val Asn
Val
705 710 715
720
Val Ser Gly Prc Val Phe Asp Phe Asp Tyr Asp Gly Arg Cys Asp
Ser
725 730 735
Leu Glu Asn Leu Arg Gln Lys Arg Arg Val Ile Arg Asn Gln Glu
Ile
740 745 720
Leu Ile Pro Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Asp
Thr
158 760 765
Ser Gln Thr Pro Leu His Cys Glu Asn Leu Asp Thr Leu Ala Phe
Ile
770 ) 780
Leu Pro His Arg Thr Asp Asn Ser Glu Ser Cys Val His Gly Lys
His
785 790 795
[0362] 800
Asp Ser Ser Trp Val Glu Glu Leu Leu Met Leu His Arg Ala Arg
Ile
805 810 815
Thr Asp Val Glu His Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg
Lys
820 825 830
Glu Pro Val Ser Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr
Phe
835 840 845
Ser Gln Glu Asp Leu Ile Asn Asp Lys Thr His Thr Cys Pro Pro
Cys
850 855 860
Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
Pro
865 870 875
880
Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
Cys
885 890 895
Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
Trp
900 905 910
Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
Glu
915 920 925
Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
Leu
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[0363]

[0364]

[0365]

[0366]

Asn
960

Gly

Glu

Tyr

His
945

Lys

Gln

Met

Pro
Asn
Phe
Gln

Asn

930

935

Gln Asp Trp Leu Asn Gly

950

Ala Leu Pro Ala Pro Ile

265

Pro Arg Glu Pro Gln Val

980

Thr Lys Asn Gln Val Ser

995
Ser Asp
1010
Asn Tyr
1025
Phe Leu
1040
Gly Asn
1055
His Tyr
1070

Ile Ala

Lys

Thr

Tyr Ser

Val

Thr

Phe

Gln

Val Glu

101

Thr Pro

103

Lys Leu

104

Ser Cys

106

Lys Ser

107

Lys

Glu

Tyr

Leu

1000
Trp Glu

2

Pro Val

0

Thr vVal

5

Ser Val

0

Leu Ser

)

Glu

Lys

Thr

985

Thr Cys Leu Val Lys

Tyr

Thr

270
Leu

Lys

558

Ile

Pro

Ser Asn
Leu Asp
Asp Lys
Met His

Leu Ser

940
Cys

Ser

Pro

Lys Val Ser

Lys Ala Lys

973

Ser Arg Glu

990

Gly Phe

1005

Gly

1020

Ser

1035

Ser

1050

Glu

1065

Pro

1080
R RIE AT T IR A1 XU RIZ : NPP LI T 46 A0 45 TR sk = A5 5 Ik P Z1 Ak D) 1
i B AR IR IR Fe 7 5]

Asp

Ala

Gly

Gln

Arg

Pro

Trp

Gly

Leu

Lys

Glu

Ser

Gln

His

15

Ala**Pro Ser Cys Ala Lys Glu Val Lys Ser

Asn

Asp

Lys

s

Ser

Val

Cys

Tyr

60

Phe

Asp

Cys

Arg

45

Gln

Arg

Asp

Gln

30
Cys

Glu

Cys

Cys

Gly

Asp

Thr

Gly

Lys

95
Glu

SEQ.ID NO:19-ENPP71 (fi = NPPINA i GLK) Z 52741 :

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu
Leu

1 =) 10

Ala Pro Gly Ala Gly
Cys

20 25

Lys Gly Arg Cys Phe Glu Arg Thr Phe Gly

Ala
35 40

Ala Cys Val Glu Leu Gly Asn Cys Cys Leu

Cys
50 55

Ile Glu Pro Glu His Ile Trp Thr Cys Asn
Glu

65 70

Lys Arg Leu Thr Arg Ser Leu Cys Ala Cys
Asp

85 90

Lys Gly Asp Cys Cys Ile Asn Tyr Ser Ser

Lys
100 105

71

110
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Ser Trp Val Glu Glu Pro Cys Glu Ser Ile Asn Glu Pro Gln Cys

Pro
115 120 125
Ala Gly Phe Glu Thr Pro Pro Thr Leu Leu Phe Ser Leu Asp Gly
Phe
130 135 140
Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu Pro Val Ile
Ser
145 150 155
160
Lys Leu Lys Lys Cys Gly Thr Tyr Thr Lys Asn Met Arg Pro Val
Tyr
165 170 175
Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val Thr Gly Leu
Tyr
180 185 190
Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr Asp Pro Lys
Met
195 200 20
Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe Asn Pro Glu
Trp
210 215 220
Tyr Lys Gly Glu Pro Ile Trp Val Thr Ala Lys Tyr Gln Gly Leu
Lys
225 220 235
240
Ser Gly Thr Phe Phe Trp Pro Gly Ser Asp Val Glu Ile Asn Gly
[0367] Ile
245 250 255
Phe Pro Asp Ile Tyr Lys Met Tyr Asn Gly Ser Val Pro Phe Glu
Glu
260 265 270
Arg Ile Leu Ala Val Leu Gln Trp Leu Gln Leu Pro Lys Asp Glu
Arg
219 280 289
Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp Ser Ser Gly
His
290 295 300
Ser Tyr Gly Pro Val Ser Ser Glu Val Ile Lys Ala Leu Gln Arg
Val
305 310 315
320
Asp Gly Met Val Gly Met Leu Met Asp Gly Leu Lys Glu Leu Asn
Leu
325 330 335
His Arg Cys Leu Asn Leu Ile Leu Ile Ser Asp His Gly Met Glu
Gln
340 345 250
Gly Ser Cys Lys Lys Tyr Ile Tyr Leu Asn Lys Tyr Leu Gly Asp
Val
355 360 365
Lys Asn Ile Lys Val Ile Tyr Gly Pro Ala Ala Arg Leu Arg Pro
Ser
370 375 380
Asp Val Pro Asp Lys Tyr Tyr Ser Phe Asn Tyr Glu Gly Ile Ala
[0368] Arg

72



CN 116406281 A iﬂ' HH :I:; 64/156 1L

385 390 395
400
Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Lys Pro Tyr Leu
Lys
405 410 415
His Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser Asp Arg Ile
Glu
420 425 430
Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu Ala Leu Asn
B
435 440 445
Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly Ser Asp Asn
Val
450 455 460
Phe Ser Asn Met Gln Ala Leu Phe Val Gly Tyr Gly Pro Gly Phe
Lys
465 470 475
480
His Gly Ile Glu Ala Asp Thr Phe Glu Asn Ile Glu Val Tyr Asn
Leu
485 490 495
Met Cys Asp Leu Leu Asn Leu Thr Pro Ala Pro Asn Asn Gly Thr
His
500 505 510
Gly Ser Leu Asn His Leu Leu Lys Asn Pro Val Tyr Thr Pro Lys
His
51k 520 525
Pro Lys Glu Val His Pro Leu Val Gln Cys Pro Phe Thr Arg Asn
[0369]
BES
530 535 540
Arg Asp Asn Leu Gly Cys Ser Cys Asn Pro Ser Ile Leu Pro Ile
Glu
545 550 553
560
Asp Phe Gln Thr Gln Phe Asn Leu Thr Val Ala Glu Glu Lys Ile
Ile
5635 570 575
Lys His Glu Thr Leu Pro Tyr Gly Arg Pro Arg Val Leu Gln Lys
Glu
580 585 590
Asn Thr Ile Cys Leu Leu Ser Gln His Gln Phe Met Ser Gly Tyr
Ser
585 600 605
Gln Asp Ile Leu Met Pro Leu Trp Thr Ser Tyr Thr Val Asp Arg
Asn
610 €15 €20
Asp Ser Phe Ser Thr Glu Asp Phe Ser Asn Cys Leu Tyr Gln Asp
Phe
625 630 635
640
Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Phe Tyr Lys Asn
Asn
645 650 €655
Thr Lys Val Ser Tyr Gly Phe Leu Ser Pro Pro Gln Leu Asn Lys
Asn

660 665 670
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Ser Ser Gly Ile Tyr Ser Glu Ala Leu Leu Thr Thr Asn Ile Val
Pro
675 680 685
Met Tyr Gln Ser Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr
Leu
690 095 700
Leu Arg Lys Tyr Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser
Gly
705 710 715
120
Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu
Asn
725 730 735
Leu Arg Gln Lys Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile
Pro
740 745 750
Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln
Thr
[0370] 755 760 765
Pro Leu His Cys Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro
His
770 775 780
Arg Thr Asp Asn Ser Glu Ser Cys Val His Gly Lys His Asp Ser
Ser
785 790 7895
800
Trp Val Glu Glu Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp
Val
805 810 815
Glu His Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro
Val
820 825 830
Ser Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln
Glu
835 840 845
Asp
[0371] PR RIZE (5 5 BE 7 41 s BUT RIZE - NPP3 TR U AN &5 3R s = {5 5 Bk 77 71 Ak 1 D7) 1)
(A=
[0372]  SEQ.ID NO:20-ENPP71 (k= NPPINAUiGLK) -Fe 2 HE iR /5 41 -
Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu
Leu
! 5 10 15
Ala Pro Gly Ala Gly Ala**Pro Ser Cys Ala Lys Glu Val Lys Ser
[0373] Cys
20 25 30
Lys Gly Arg Cys Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys Asp
Ala

35
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Ala Cys Val Glu Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu Thr

Cys
50 55 60
Ile Glu Pro Glu His Ile Trp Thr Cys Asn Lys Phe Arg Cys Gly
Glu
€5 70 78 80
Lys Arg Leu Thr Arg Ser Leu Cys Ala Cys Ser Asp Asp Cys Lys
Asp
85 90 95
Lys Gly Asp Cys Cys Ile Asn Tyr Ser Ser Val Cys Gln Gly Glu
Lys
100 105 110
Ser Trp Val Glu Glu Pro Cys Glu Ser Tle Asn Glu Pro Gln Cys
Pro
115 120 125
Ala Gly Phe Glu Thr Pro Pro Thr Leu Leu Phe Ser Leu Asp Gly
Phe
130 135 140
Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu Pro Val Ile
Ser
145 150 155
160
Lys Leu Lys Lys Cys Gly Thr Tyr Thr Lys Asn Met Arg Pro Val
Tyr
165 170 175
Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val Thr Gly Leu
Tyr
[0374] 130 185 190
Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr Asp Pro Lys
Met
195 200 205
Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe Asn Pro Glu
Trp
210 215 220
Tyr Lys Gly Glu Pro Ile Trp Val Thr Ala Lys Tyr Gln Gly Leu
Lys
225 230 285
240
Ser Gly Thr Phe Phe Trp Pro Gly Ser Asp Val Glu Ile Asn Gly
Ile
245 250 255
Phe Pro Asp Ile Tyr Lys Met Tyr Asn Gly Ser Val Pro Phe Glu
Glu
260 265 270
Arg Ile Leu Ala Val Leu Gln Trp Leu Gln Leu Pro Lys Asp Glu
Arg
275 280 285
Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp Ser Ser Gly
His
290 295 300
Ser Tyr Gly Pro Val Ser Ser Glu Val Ile Lys Ala Leu Gln Arg
Val
303 310 315
320
Asp Gly Met Val Gly Met Leu Met Asp Gly Leu Lys Glu Leu Asn
Leu

75



CN 116406281 A iﬂ' HH :I:; 67/156 11

329 330 350
His Arg Cys Leu Asn Leu Ile Leu Ile Ser Asp His Gly Met Glu
Gln
340 345 350
Gly Ser Cys Lys Lys Tyr Ile Tyr Leu Asn Lys Tyr Leu Gly Asp
Val
385 360 365
Lys Asn Ile Lys Val Ile Tyr Gly Prco Ala Ala Arg Leu Arg Pro
Ser
370 37 380
Asp Val Pro Asp Lys Tyr Tyr Ser Phe Asn Tyr Glu Gly Ile Ala
Arg
385 390 395
400
Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Lys Pro Tyr Leu
Lys
405 410 415
His Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser Asp Arg Ile
Glu
420 425 430
Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu Ala Leu Asn
RIED
435 440 445
Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly Ser Asp Asn
Val
450 455 460
Phe Ser Asn Met Gln Ala Leu Phe Val Gly Tyr Gly Pro Gly Phe
[0375] Lys
4€5 470 475
480
His Gly Ile Glu Ala Asp Thr Phe Glu Asn Ile Glu Val Tyr Asn
Leu
485 490 495
Met Cys Asp Leu Leu Asn Leu Thr Pro Ala Pro Asn Asn Gly Thr
His
500 5 510
Gly Ser Leu Asn His Leu Leu Lys Asn Pro Val Tyr Thr Pro Lys
His
515 520 525
Pro Lys Glu Val His Pro Leu Val Gln Cys Pro Phe Thr Arg Asn
Pro
530 539 540
Arg Asp Asn Leu Gly Cys Ser Cys Asn Pro Ser Ile Leu Pro Ile
Glu
545 §50 558
560
Asp Phe Gln Thr Gln Phe Asn Leu Thr Val Ala Glu Glu Lys Ile
Ile
260 270 = P
Lys His Glu Thr Leu Pro Tyr Gly Arg Pro Arg Val Leu Gln Lys
Glu
580 585 590
Asn Thr Ile Cys Leu Leu Ser Gln His Gln Phe Met Ser Gly Tyr
Ser

295 600 605
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Gln Asp Ile Leu Met Pro Leu Trp Thr Ser Tyr Thr Val Asp Arg

Asn
610 615 620
Asp Ser Phe Ser Thr Glu Asp Phe Ser Asn Cys Leu Tyr Gln Asp
Phe
625 630 635
640
Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Phe Tyr Lys Asn
Asn
645 650 655
Thr Lys Val Ser Tyr Gly Phe Leu Ser Pro Pro Gln Leu Asn Lys
Asn
660 665 670
Ser Ser Gly Ile Tyr Ser Glu Ala Leu Leu Thr Thr Asn Ile Val
Pro
675 680 685
Met Tyr Gln Ser Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr
Leu
690 695 700
Leu Arg Lys Tyr Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser
Gly
705 710 715
720
Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu
Asn
129 T30 T3
Leu Arg Gln Lys Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile
[0376] Pro
740 745 750
Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln
Thr
755 760 765
Pro Leu His Cys Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro
His
770 775 780
Arg Thr Asp Asn Ser Glu Ser Cys Val His Gly Lys His Asp Ser
Ser
785 790 195
800
Trp Val Glu Glu Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp
Val
805 810 815
Glu His Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro
Val
820 825 830
Ser Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln
Glu
835 840 845
Asp Leu Ile Asn Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
Pro
850 899 860
Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
Lys
865 870 875
880

7



i

2

H

CN 116406281 A 69/156 L
Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
Val
885 890 895
Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
Asp
900 905 910
Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
Tyr
915 920 925
Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
Asp
930 935 940
Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
Leu
945 950 955
960
Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
[0377] Arg
965 970 975
Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr
Lys
980 985 990
Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
Asp
995 1000 1005
Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
1010 1015 1020
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
1025 1030 1035
Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
1040 1045 1050
Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
1055 1060 1065
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
1070 1075
[0378] BN RIZE : (55 BKFE 51 s XUR RIZE - NPP LI 4h A 45 3R 5 3ok = (55 JIK PR B Ak 1 §7) 1)

A B AR AR IR Fe fy 4]

[0379]

SEQ.ID NO:21-ENPP71 (it ZNPPINA ¥fiGLK) -ALBZ IR 7 51l

Leu

Cys

Ala

Cys

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu

il
Ala

5

10

15

Pro Gly Ala Gly Ala**Pro Ser Cys Ala Lys Glu Val Lys Ser

Lys

Ala

35

20

40

23

45

30
Gly Arg Cys Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys Asp

Cys Val Glu Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu Thr

50

55

78
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Ile Glu Pro Glu His Ile Trp Thr Cys Asn Lys Phe Arg Cys Gly

Glu
65 70 75 80
Lys Arg Leu Thr Arg Ser Leu Cys Ala Cys Ser Asp Asp Cys Lys
Asp
85 90 95
Lys Gly Asp Cys Cys Ile Asn Tyr Ser Ser Val Cys Gln Gly Glu
Lys
100 105 110
Ser Trp Val Glu Glu Pro Cys Glu Ser Ile Asn Glu Pro Gln Cys
Pro
115 120 125
Ala Gly Phe Glu Thr Pro Pro Thr Leu Leu Phe Ser Leu Asp Gly
Phe
130 135 140
Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu Pro Val Ile
Ser
145 150 155
160
Lys Leu Lys Lys Cys Gly Thr Tyr Thr Lys Asn Met Arg Pro Val
Tyr
leh 170 175
Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val Thr Gly Leu
dl'ac
180 185 190
Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr Asp Pro Lys
Met
[0380] 195 200 £05
Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe Asn Pro Glu
ke v
210 215 220
Tyr Lys Gly Glu Pro Ile Trp Val Thr Ala Lys Tyr Gln Gly Leu
Lys
2215 230 235
240
Ser Gly Thr Phe Phe Trp Pro Gly Ser Asp Val Glu Ile Asn Gly
Ile
245 250 255
Phe Pro Asp Ile Tyr Lys Met Tyr Asn Gly Ser Val Pro Phe Glu
Glu
260 265 270
Arg Ile Leu Ala Val Leu Gln Trp Leu Gln Leu Pro Lys Asp Glu
Arg
215 280 285
Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp Ser Ser Gly
His
290 295 300
Ser Tyr Gly Pro Val Ser Ser Glu Val Ile Lys Ala Leu Gln Arg
Val
805 310 315
220
Asp Gly Met Val Gly Met Leu Met Asp Gly Leu Lys Glu Leu Asn
Leu
B&5 330 335
His Arg Cys Leu Asn Leu Ile Leu Ile Ser Asp His Gly Met Glu
Gln

79



CN 116406281 A i';ﬁ HH :I:; 71/156 BT

340 345 S0
Gly Ser Cys Lys Lys Tyr Ile Tyr Leu Asn Lys Tyr Leu Gly Asp
Val
383 360 365
Lys Asn Ile Lys Val Ile Tyr Gly Pro Ala Ala Arg Leu Arg Pro
Ser
370 375 380
Asp Val Pro Asp Lys Tyr Tyr Ser Phe Asn Tyr Glu Gly Ile Ala
Arg
385 390 385
400
Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Lys Pro Tyr Leu
Lys
405 410 415
His Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser Asp Arg Ile
Glu
420 425 430
Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu Ala Leu Asn
Pro
435 440 445
Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly Ser Asp Asnh
Val
450 455 460
Phe Ser Asn Met Gln Ala Leu Phe Val Gly Tyr Gly Pro Gly Phe
Lys
465 470 475
480
[0381] His Gly Ile Glu Ala Asp Thr Phe Glu Asn Ile Glu Val Tyr Asn
Leu
485 490 495
Met Cys Asp Leu Leu Asn Leu Thr Pro Ala Pro Asn Asn Gly Thr
His
500 505 E10
Gly Ser Leu Asn His Leu Leu Lys Asn Pro Val Tyr Thr Pro Lys
His
bila 520 523
Pro Lys Glu Val His Pro Leu Val Gln Cys Pro Phe Thr Arg Asn
Pro
530 535 540
Arg Asp Asn Leu Gly Cys Ser Cys Asn Pro Ser Ile Leu Pro Ile
Glu
545 550 &85
560
Asp Phe Gln Thr Gln Phe Asn Leu Thr Val Ala Glu Glu Lys Ile
Ile
565 570 575
Lys His Glu Thr Leu Pro Tyr Gly Arg Pro Arg Val Leu Gln Lys
Glu
580 585 590
Asn Thr Ile Cys Leu Leu Ser Gln His Gln Phe Met Ser Gly Tyr
Ser
595 600 605
Gln Asp Ile Leu Met Pro Leu Trp Thr Ser Tyr Thr Val Asp Arg
Asn

610 615 620
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Asp Ser Phe Ser Thr Glu Asp Phe Ser Asn Cys Leu Tyr Gln Asp

Phe
625 630 €635
640
Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Phe Tyr Lys Asn
Asn
645 650 655
Thr Lys Val Ser Tyr Gly Phe Leu Ser Pro Pro Gln Leu Asn Lys
Asn
660 665 €70
Ser Ser Gly Ile Tyr Ser Glu Ala Leu Leu Thr Thr Asn Ile Val
Pro
675 680 685
Met Tyr Gln Ser Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr
Leu
€690 695 700
Leu Arg Lys Tyr Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser
Gly
705 710 715
720
Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu
Asn
g5 30 733
Leu Arg Gln Lys Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile
Pro
740 745 750
Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln
[0382] Thr
F ot 760 765
Pro Leu His Cys Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro
His
770 775 780
Arg Thr Asp Asn Ser Glu Ser Cys Val His Gly Lys His Asp Ser
Ser
785 790 795
800
Trp Val Glu Glu Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp
Val
805 810 815
Glu His Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro
Val
820 825 830
Ser Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln
Glu
835 840 845
Asp Arg Ser Gly Ser Gly Gly Ser Met Lys Trp Val Thr Phe Leu
Leu
850 855 860
Leu Leu Phe Val Ser Gly Ser Ala Phe Ser Arg Gly Val Phe Arg
Arg
865 870 815
880
Glu Ala His Lys Ser Glu Ile Ala His Arg Tyr Asn Asp Leu Gly
Glu

885 890 885
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Gln His Phe Lys Gly Leu Val Leu Ile Ala Phe Ser Gln Tyr Leu
Gln
900 905 910
Lys Cys Ser Tyr Asp Glu His Ala Lys Leu Val Gln Glu Val Thr
Asp
915 920 925
Phe Ala Lys Thr Cys Val Ala Asp Glu Ser Ala Ala Asn Cys Asp
Lys
930 935 940
Ser Leu His Thr Leu Phe Gly Asp Lys Leu Cys Ala Ile Pro Asn
Leu
945 950 955
960
Arg Glu Asn Tyr Gly Glu Leu Ala Asp Cys Cys Thr Lys Gln Glu
Pro
965 970 975
Glu Arg Asn Glu Cys Phe Leu Gln His Lys Asp Asp Asn Pro Ser
Leu
980 985 990
Pro Pro Phe Glu Arg Pro Glu Ala Glu Ala Met Cys Thr Ser Phe
Lys
995 1000 1005
Glu Asn Pro Thr Thr Phe Met Gly His Tyr Leu His Glu Val Ala
1010 1015 1020
Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu Tyr Tyr Ala
1025 1030 1035
Glu Gln Tyr Asn Glu Ile Leu Thr Gln Cys Cys Ala Glu Ala Asp
[0383] 1040 1045 1050
Lys Glu Ser Cys Leu Thr Pro Lys Leu Asp Gly Val Lys Glu Lys
1055 1060 1065
Ala Leu Val Ser Ser Val Arg Gln Arg Met Lys Cys Ser Ser Met
1070 1075 1080
Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val Ala Arg
1085 1090 1095
Leu Ser Gln Thr Phe Pro Asn Ala Asp Phe Ala Glu Ile Thr Lys
1100 1105 1110
Leu Ala Thr Asp Leu Thr Lys Val Asn Lys Glu Cys Cys His Gly
1115 11Z0 1125
Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Glu Leu Ala Lys Tyr
1130 1135 1140
Met Cys Glu Asn Gln Ala Thr Ile Ser Ser Lys Leu Gln Thr Cys
1145 1150 1155
Cys Asp Lys Pro Leu Leu Lys Lys Ala His Cys Leu Ser Glu Val
1160 1165 1170
Glu His Asp Thr Met Pro Ala Asp Leu Pro Ala Ile Ala Ala Asp
1175 1180 1185
Phe Val Glu Asp Gln Glu Val Cys Lys Asn Tyr Ala Glu Ala Lys
1190 1195 1200
Asp Val Phe Leu Gly Thr Phe Leu Tyr Glu Tyr Ser Arg Arg His
1285 1210 1215
Pro Asp Tyr Ser Val Ser Leu Leu Leu Arg Leu Ala Lys Lys Tyr
1220 1225 1230
Glu Ala Thr Leu Glu Lys Cys Cys Ala Glu Ala Asn Pro Pro Ala
1235 1240 1245
Cys Tyr Gly Thr Val Leu Ala Glu Phe Gln Pro Leu Val Glu Glu
1250 1255 1260
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Pro Lys Asn Leu Val Lys Thr Asn Cys Asp Leu Tyr Glu Lys Leu
1265 1270 1275
Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu Val Arg Tyr Thr Gln
1280 1285 1290
Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val Glu Ala Ala Arg
1295 1300 1305
Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu Pro Glu Asp
1310 1315 1320
Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala Ile Leu Asn
1825 1330 1335
Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu His Val
1340 1345 1350
Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg Pro Cys Phe
1355 1360 1365
[0384] Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Lys
1370 1375 1380
Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro Glu
1385 1390 1395
Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu Val
1400 1405 1410
Lys His Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys Thr Val Met
1415 1420 1425
Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys Ala Ala Asp
1430 1435 1440
Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu Val Thr Arg
1445 1450 1455
Cys Lys Asp Ala Leu Ala Arg Ser Trp Ser His Prc Gln Phe Glu
1460 1465 1470
Lys

[0385] BN KIZE : 155 BEFF A1 s BUR RIZE : NPP 1 FF 4 AN &5 51 5 0 = {5 5 Bk PP 51 A 1) 1) 1)
(DA RE LN & > N = =)
[0386]  SEQ.ID NO:22-ENPP7-NPP3-Fc)¥ 41 :

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu

Leu
i 5 10 15
Ala Pro Gly Ala**Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp
Ala
20 25 30
Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Ala Cys Lys
Asp
[0387] 25 40 45
Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu Ser
Thr
50 55 60
Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Arg Leu Glu
Ala
€5 70 15 80
Ser Leu Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys
Cys
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85 90 93
Ala Asp Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp Leu Glu
Glu
100 105 110
Asn Cys Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp
Leu
115 120 125
Pro Pro Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala Glu Tyr
Leu
130 1.3:% 140
Tyr Thr Trp Asp Thr Leu Met Pro Asn Ile Asn Lys Leu Lys Thr
Cys
145 150 155
160
Gly Ile His Ser Lys Tyr Met Arg Ala Met Tyr Pro Thr Lys Thr
Phe
165 170 175
Pro Asn His Tyr Thr Ile Val Thr Gly Leu Tyr Pro Glu Ser His
Gly
180 185 190
Ile Ile Asp Asn Asn Met Tyr Asp Val Asn Leu Asn Lys Asn Phe
Ser
193 200 203
Leu Ser Ser Lys Glu Gln Asn Asn Pro Ala Trp Trp His Gly Gln
2]
210 218 220
Met Trp Leu Thr Ala Met Tyr Gln Gly Leu Lys Ala Ala Thr Tyr
[0388] Phe
225 230 235
240
Trp Pro Gly Ser Glu Val Ala Ile Asn Gly Ser Phe Pro Ser Ile
Tyr
245 250 258
Met Pro Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile Ser Thr
Leu
260 265 270
Leu Lys Trp Leu Asp Leu Pro Lys Ala Glu Arg Pro ARrg Phe Tyr
Thr
278 280 285
Met Tyr Phe Glu Glu Pro Asp Ser Ser Gly His Ala Gly Gly Pro
Val
290 295 300
Ser Ala Arg Val Ile Lys Ala Leu Gln Val Val Asp His Ala Phe
Gly
305 310 315
320
Met Leu Met Glu Gly Leu Lys Gln Arg Asn Leu His Asn Cys Val
Asn
329 330 S
Ile Ile Leu Leu Ala Asp His Gly Met Asp Gln Thr Tyr Cys Asn
Lys
340 345 350
Met Glu Tyr Met Thr Asp Tyr Phe Pro Arg Ile Asn Phe Phe Tyr
Met

399 360 365
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Tyr Glu Gly Pro Ala Pro Arg Ile Arg Ala His Asn Ile Pro His

Asp
370 375 380
Phe Phe Ser Phe Asn Ser Glu Glu Ile Val Arg Asn Leu Ser Cys
Arg
385 390 395
400
Lys Pro Asp Gln His Phe Lys Pro Tyr Leu Thr Pro Asp Leu Pro
Lys
405 410 415
Arg Leu His Tyr Ala Lys Asn Val Arg Ile Asp Lys Val His Leu
Phe
420 425 430
Val Asp Gln Gln Trp Leu Ala Val Arg Ser Lys Ser Asn Thr Asn
Cys
435 440 445
Gly Gly Gly Asn His Gly Tyr Asn Asn Glu Phe Arg Ser Met Glu
Ala
450 455 460
Ile Phe Leu Ala His Gly Pro Ser Phe Lys Glu Lys Thr Glu Val
Glu
465 470 475
480
Pro Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp Leu Leu
Arg
485 490 495
Ile Gln Pro Ala Pro Asn Asn Gly Thr His Gly Ser Leu Asn His
[0389] Leu
500 505 510
Leu Lys Val Pro Phe Tyr Glu Pro Ser His Ala Glu Glu Val Ser
Lys
515 520 525
Phe Ser Val Cys Gly Phe Ala Asn Pro Leu Pro Thr Glu Ser Leu
Asp
530 535 540
Cys Phe Cys Pro His Leu Gln Asn Ser Thr Gln Leu Glu Gln Val
Asn
545 550 555
560
Gln Met Leu Asn Leu Thr Gln Glu Glu Ile Thr Ala Thr Val Lys
Val
565 570 578
Asn Leu Pro Phe Gly Arg Pro Arg Val Leu Gln Lys Asn Val Asp
His
580 585 590
Cys Leu Leu Tyr His Arg Glu Tyr Val Ser Gly Phe Gly Lys Ala
Met
5895 600 605
Arg Met Pro Met Trp Ser Ser Tyr Thr Val Pro Gln Leu Gly Asp
Thr
610 615 620
Ser Pro Leu Pro Pro Thr Val Pro Asp Cys Leu Arg Ala Asp Val
Arg
625 630 €635
640
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Val Pro Pro Ser Glu Ser Gln Lys Cys Ser Phe Tyr Leu Ala Asp

Lys
645 650 655
Asn Ile Thr His Gly Phe Leu Tyr Pro Pro ARla Ser Asn Arg Thr
Ser
660 €665 670
Asp Ser Gln Tyr Asp Ala Leu Ile Thr Ser Asn Leu Val Pro Met
Tyr
675 680 €85
Glu Glu Phe Arg Lys Met Trp Asp Tyr Phe His Ser Val Leu Leu
Ile
690 695 700
Lys His Ala Thr Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro
Ile
705 710 715
720
Phe Asp Tyr Asn Tyr Asp Gly His Phe Asp Ala Pro Asp Glu Ile
Thr
725 730 735
Lys His Leu Ala Asn Thr Asp Val Pro Ile Pro Thr His Tyr Phe
Val
740 745 750
Val Leu Thr Ser Cys Lys Asn Lys Ser His Thr Pro Glu Asn Cys
BEm
755 760 765
Gly Trp Leu Asp Val Leu Pro Phe Ile Ile Pro His Arg Pro Thr
Asn
[0390] 770 775 780
Val Glu Ser Cys Pro Glu Gly Lys Prco Glu Ala Leu Trp Val Glu
Glu
785 790 795
800
Arg Phe Thr Ala His Ile Ala Arg Val Arg Asp Val Glu Leu Leu
Thr
805 810 815
Gly Leu Asp Phe Tyr Gln Asp Lys Val Gln Pro Val Ser Glu Ile
Leu
820 925 830
Gln Leu Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Ile Asp Lys
Thr
835 840 845
His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
Ser
850 855 860
Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
Arg
865 870 875
880
Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
Pro
885 890 895
Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
Ala
900 905 910
Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
vVal
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915 920 925
Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
Tyr
930 935 940
Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
g g of
945 950 HE5
960
Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
Leu
965 970 975
Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr
Cys
[0391] 980 985 990
Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
Ser
995 1000 1005
Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
1010 1015 1020
Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
1025 1030 1035
Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
1040 1045 1050
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
1055 1060 1065
Ser Pro Gly Lys

1070
[0392] B RRIIZE - 55 BKFE 51 s SR RIZE - NPP3 I 4h A 45 3R 5 3ok = 155 JIK PR 51 Ak 1 7)1
frE AR FE R IRFe 751
[0393]  SEQ.ID NO:23-ENPP71-H#EH
Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu

Leu
i, 5 10 15
Ala Pro Gly Ala Gly Leu Lys**Pro Ser Cys Ala Lys Glu Val Lys
Ser
20 25 30
Cys Lys Gly Arg Cys Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys
Asp
35 40 45
Ala Ala Cys Val Glu Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu
[0394] Thr
50 55 60
Cys Ile Glu Pro Glu His Ile Trp Thr Cys Asn Lys Phe Arg Cys
Gly
65 70 T8 80
Glu Lys Arg Leu Thr Arg Ser Leu Cys Ala Cys Ser Asp Asp Cys
Lys
85 90 85
Asp Lys Gly Asp Cys Cys Ile Asn Tyr Ser Ser Val Cys Gln Gly
Glu

100 105 110
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Lys Ser Trp Val Glu Glu Pro Cys Glu Ser Ile Asn Glu Pro Gln

Cys
115 120 125
Pro Ala Gly Phe Glu Thr Pro Pro Thr Leu Leu Phe Ser Leu Asp
Gly
130 135 140
Phe Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu Pro Val
Ile
145 150 155
160
Ser Lys Leu Lys Lys Cys Gly Thr Tyr Thr Lys Asn Met Arg Pro
Val
165 170 175
Tyr Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val Thr Gly
Leu
180 185 190
Tyr Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr Asp Pro
Lys
195 200 205
Met Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe Asn Pro
Glu
210 215 220
Trp Tyr Lys Gly Glu Pro Ile Trp Val Thr Ala Lys Tyr Gln Gly
Leu
225 230 235
240
Lys Ser Gly Thr Phe Phe Trp Pro Gly Ser Asp Val Glu Ile Asn
Gly
[0395] 245 250 255
Ile Phe Pro Asp Ile Tyr Lys Met Tyr Asn Gly Ser Val Pro Phe
Glu
260 265 270
Glu Arg Ile Leu Ala Val Leu Gln Trp Leu Gln Leu Pro Lys Asp
Glu
275 280 285
Arg Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp Ser Ser
Gly
290 295 300
His Ser Tyr Gly Pro Val Ser Ser Glu Val Ile Lys Ala Leu Gln
Arg
305 310 315
3210
Val Asp Gly Met Val Gly Met Leu Met Asp Gly Leu Lys Glu Leu
Asn
325 330 335
Leu His Arg Cys Leu Asn Leu Ile Leu Ile Ser Asp His Gly Met
Glu
340 345 350
Gln Gly Ser Cys Lys Lys Tyr Ile Tyr Leu Asn Lys Tyr Leu Gly
Asp
355 360 365
Val Lys Asn Ile Lys Val Ile Tyr Gly Pro Ala Ala Arg Leu Arg
Pro
370 375 380
Ser Asp Val Pro Asp Lys Tyr Tyr Ser Phe Asn Tyr Glu Gly Ile
Ala

88



CN 116406281 A iﬂ' HH :I:; 80/156 1L

385 390 395
400
Arg Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Lys Pro Tyr
Leu
405 410 415
Lys His Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser Asp Arg
Ile
420 425 430
Glu Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu Ala Leu
Asn
435 440 445
Pro Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly Ser Asp
Asn
450 455 460
Val Phe Ser Asn Met Gln Ala Leu Phe Val Gly Tyr Gly Pro Gly
Phe
465 470 475
480
Lys His Gly Ile Glu Ala Asp Thr Phe Glu Asn Ile Glu Val Tyr
Asn
485 490 495
Leu Met Cys Asp Leu Leu Asn Leu Thr Pro Ala Pro Asn Asn Gly
Thr
500 505 510
His Gly Ser Leu Asn His Leu Leu Lys Asn Pro Val Tyr Thr Pro
Lys
515 520 525
His Pro Lys Glu Val His Pro Leu Val Gln Cys Pro Phe Thr Arg
[0396]
Asn
530 535 540
Pro Arg Asp Asn Leu Gly Cys Ser Cys Asn Pro Ser Ile Leu Pro
Ile
545 550 555
5€0
Glu Asp Phe Gln Thr Gln Phe Asn Leu Thr Val Ala Glu Glu Lys
Ile
565 570 575
Ile Lys His Glu Thr Leu Pro Tyr Gly Arg Pro Arg Val Leu Gln
Lys
580 585 590
Glu Asn Thr Ile Cys Leu Leu Ser Gln His Gln Phe Met Ser Gly
Tyr
595 600 €605
Ser Gln Asp Ile Leu Met Pro Leu Trp Thr Ser Tyr Thr Val Asp
Arg
610 615 620
Asn Asp Ser Phe Ser Thr Glu Asp Phe Ser Asn Cys Leu Tyr Gln
Asp
625 630 635
640
Phe Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Phe Tyr Lys
Bsn
€645 650 655
Asn Thr Lys Val Ser Tyr Gly Phe Leu Ser Pro Pro Gln Leu Asn
Lys

€60 665 670
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Asn Ser Ser Gly ITle Tyr Ser Glu Ala Leu Leu Thr Thr Asn Tle

Val
675 680 685
Pro Met Tyr Gln Ser Phe Gln Val Ile Trp Arg Tyr Phe His Asp
JE
€690 695 700
Leu Leu Arg Lys Tyr Ala Glu Glu Arg Asn Gly Val Asn Val Val
Ser
705 710 715
720
Gly Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu
Glu
i 730 735
Asn Leu Arg Gln Lys Arg Arg Val Ile Arg Asn Gln Glu Ile Leu
Al
740 745 750
Pro Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Asp Thr Ser
Gln
755 760 765
Thr Pro Leu His Cys Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu
Pro
770 775 780
His Arg Thr Asp Asn Ser Glu Ser Cys Val His Gly Lys His Asp
Ser
785 790 795
800
Ser Trp Val Glu Glu Leu Leu Met Leu His Arg Ala Arg Ile Thr
Asp
[0397] 805 810 815
Val Glu His Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu
Brio
820 825 830
Val Ser Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr Phe Ser
Gln
835 840 845
Glu Asp Gly Gly Ser Gly Gly Ser Met Lys Trp Val Thr Phe Leu
Leu
850 855 860
Leu Leu Phe Val Ser Gly Ser Ala Phe Ser Arg Gly Val Phe Arg
Arg
865 870 85
880
Glu Ala His Lys Ser Glu Ile Ala His Arg Tyr Asn Asp Leu Gly
Glu
885 890 g88
Gln His Phe Lys Gly Leu Val Leu Ile Ala Phe Ser Gln Tyr Leu
Gln
900 905 910
Lys Cys Ser Tyr Asp Glu His Ala Lys Leu Val Gln Glu Val Thr
Asp
915 920 925
Phe Ala Lys Thr Cys Val Ala Asp Glu Ser Ala Ala Asn Cys Asp
Lys
930 935 940
Ser Leu His Thr Leu Phe Gly Asp Lys Leu Cys Ala Ile Pro Asn
Leu
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945 950 955
960
Arg Glu Asn Tyr Gly Glu Leu Ala Asp Cys Cys Thr Lys Gln Glu
Pro
965 970 975
Glu Arg Asn Glu Cys Phe Leu Gln His Lys Asp Asp Asn Pro Ser
Leu
980 985 990
Pro Pro Phe Glu Arg Pro Glu Ala Glu Ala Met Cys Thr Ser Phe
Lys
995 1000 1005
Glu Asn Pro Thr Thr Phe Met Gly His Tyr Leu His Glu Val Ala
1010 1015 1020
Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu Tyr Tyr Ala
1025 1030 1035
Glu Gln Tyr Asn Glu Ile Leu Thr Gln Cys Cys Ala Glu Ala Asp
1040 1045 1050
Lys Glu Ser Cys Leu Thr Pro Lys Leu Asp Gly Val Lys Glu Lys
1055 1060 1065
Ala Leu Val Ser Ser Val Arg Gln Arg Met Lys Cys Ser Ser Met
1070 1075 1080
Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val Ala Arg
1085 1090 1095
Leu Ser Gln Thr Phe Pro Asn Ala Asp Phe Ala Glu Ile Thr Lys
1100 1105 1110
Leu Ala Thr Asp Leu Thr Lys Val Asn Lys Glu Cys Cys His Gly
1115 1120 1125
Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Glu Leu Ala Lys Tyr
1130 1135 1140
Met Cys Glu Asn Gln Ala Thr Ile Ser Ser Lys Leu Gln Thr Cys
1145 1150 1155
Cys Asp Lys Pro Leu Leu Lys Lys Ala His Cys Leu Ser Glu Val
1160 1165 1170
Glu His Asp Thr Met Pro Ala Asp Leu Pro Ala Ile Ala Ala Asp
1175 1180 1185
Phe Val Glu Asp Gln Glu Val Cys Lys Asn Tyr Ala Glu Ala Lys
1190 1195 1200
Asp Val Phe Leu Gly Thr Phe Leu Tyr Glu Tyr Ser Arg Arg His
1205 1210 1215
Pro Asp Tyr Ser Val Ser Leu Leu Leu Arg Leu Ala Lys Lys Tyr
1220 1225 1230
Glu Ala Thr Leu Glu Lys Cys Cys Ala Glu Ala Asn Pro Pro Ala
1235 1240 1245
Cys Tyr Gly Thr Val Leu Ala Glu Phe Gln Pro Leu Val Glu Glu
1250 1255 1260
Pro Lys Asn Leu Val Lys Thr Asn Cys Asp Leu Tyr Glu Lys Leu
1265 1270 1275
Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu Val Arg Tyr Thr Gln
1280 1285 1290
Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val Glu Ala Ala Arg
1295 1300 1305
Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu Pro Glu Asp
1310 1315 1320
Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala Ile Leu Asn
1325 1330 1335
Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu His Val

[0398]
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1340 1345 1350
Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg Pro Cys Phe
1355 1360 1365
[0399] Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Lys
1370 1375 1380
Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu
1385 1390 1395

[0400]  HLRNRIZE: 15 5 KT F1 s BT RIZR :NPP3 [ IR Ui 45 51 5 s = {5 5 K P 41 Ab 11 D155
frE AR FE R IRFe 71
[0401]  SEQ.ID NO:24-ENPP7-NPP3- HiEH

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu

Leu
1 5 10 15
Ala Pro Gly Ala**Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp
Ala
20 25 30
Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Ala Cys Lys
Asp
35 40 45
Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu Ser
THF
50 55 60
Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Arg Leu Glu
Ala
€5 70 78 80
Ser Leu Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys
Cys
85 90 95
Ala Asp Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp Leu Glu
[0402] Glu
100 105 118
Asn Cys Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp
Leu
115 120 125
Pro Pro Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala Glu Tyr
Leu
130 135 140
Tyr Thr Trp Asp Thr Leu Met Pro Asn Ile Asn Lys Leu Lys Thr
Cys
145 150 155
160
Gly Ile His Ser Lys Tyr Met Arg Ala Met Tyr Pro Thr Lys Thr
Phe
165 170 175
Pro Asn His Tyr Thr Ile Val Thr Gly Leu Tyr Pro Glu Ser His
Gly
180 185 190
Ile Ile Asp Asn Asn Met Tyr Asp Val Asn Leu Asn Lys Asn Phe
Ser
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195 200 205
Leu Ser Ser Lys Glu Gln Asn Asn Pro Ala Trp Trp His Gly Gln
Pro
210 215 220
Met Trp Leu Thr Ala Met Tyr Gln Gly Leu Lys Ala Ala Thr Tyr
Phe
225 230 235
240
Trp Pro Gly Ser Glu Val Ala Ile Asn Gly Ser Phe Pro Ser Ile
Tyr
245 250 255
Met Pro Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile Ser Thr
Leu
260 265 270
Leu Lys Trp Leu Asp Leu Pro Lys Ala Glu Arg Pro Arg Phe Tyr
Thr
275 280 285
Met Tyr Phe Glu Glu Pro Asp Ser Ser Gly His Ala Gly Gly Pro
Val
290 295 300
Ser Ala Arg Val Ile Lys Ala Leu Gln Val Val Asp His Ala Phe
Gly
305 310 315
320
Met Leu Met Glu Gly Leu Lys Gln Arg Asn Leu His Asn Cys Val
Asn
325 330 335
[0403] Ile Ile Leu Leu Ala Asp His Gly Met Asp Gln Thr Tyr Cys Asn
Lys
340 345 350
Met Glu Tyr Met Thr Asp Tyr Phe Pro Arg Ile Asn Phe Phe Tyr
Met
355 360 365
Tyr Glu Gly Pro Ala Pro Arg Ile Arg Ala His Asn Ile Pro His
Asp
370 375 380
Phe Phe Ser Phe Asn Ser Glu Glu Ile Val Arg Asn Leu Ser Cys
Arg
385 390 395
400
Lys Pro Asp Gln His Phe Lys Pro Tyr Leu Thr Pro Asp Leu Pro
Lys
405 410 415
Arg Leu His Tyr Ala Lys Asn Val Arg Ile Asp Lys Val His Leu
Phe
420 425 430
Val Asp Gln Gln Trp Leu Ala Val Arg Ser Lys Ser Asn Thr Asn
Cys
435 440 445
Gly Gly Gly Asn His Gly Tyr Asn Asn Glu Phe Arg Ser Met Glu
Ala
450 455 460
Ile Phe Leu ARla His Gly Pro Ser Phe Lys Glu Lys Thr Glu Val
Glu
465 470 475
480
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Pro Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp Leu Leu
Arg
485 490 495
Ile Gln Pro Ala Pro Asn Asn Gly Thr His Gly Ser Leu Asn His
Leu
500 505 510
Leu Lys Val Pro Phe Tyr Glu Pro Ser His Ala Glu Glu Val Ser
Lys
515 520 325
Phe Ser Val Cys Gly Phe Ala Asn Pro Leu Pro Thr Glu Ser Leu
Asp
530 535 540
Cys Phe Cys Pro His Leu Gln Asn Ser Thr Gln Leu Glu Gln Val
Asn
545 550 555
560
Gln Met Leu Asn Leu Thr Gln Glu Glu Ile Thr Ala Thr Val Lys
Val
565 570 575
Asn Leu Pro Phe Gly Arg Pro Arg Val Leu Gln Lys Asn Val Asp
His
580 585 590
Cys Leu Leu Tyr His Arg Glu Tyr Val Ser Gly Phe Gly Lys Ala
Met
595 600 605
Arg Met Pro Met Trp Ser Ser Tyr Thr Val Pro Gln Leu Gly Asp
Thr
[0404] 610 €15 620
Ser Pro Leu Pro Pro Thr Val Pro Asp Cys Leu Arg Ala Asp Val
Arg
625 630 €635
€40
Val Pro Pro Ser Glu Ser Gln Lys Cys Ser Phe Tyr Leu Ala Asp
Lys
645 650 655
Asn Ile Thr His Gly Phe Leu Tyr Pro Pro Ala Ser Asn Arg Thr
Ser
660 665 670
Asp Ser Gln Tyr Asp Ala Leu Ile Thr Ser Asn Leu Val Pro Met
Tyr
675 €80 685
Glu Glu Phe Arg Lys Met Trp Asp Tyr Phe His Ser Val Leu Leu
Ile
690 €95 700
Lys His Ala Thr Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro
Ile
705 710 715
720
Phe Asp Tyr Asn Tyr Asp Gly His Phe Asp Ala Pro Asp Glu Ile
Thr
725 730 735
Lys His Leu Ala Asn Thr Asp Val Pro Ile Pro Thr His Tyr Phe
Val
740 745 750
Val Leu Thr Ser Cys Lys Asn Lys Ser His Thr Pro Glu Asn Cys
Pro
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755 760 765
Gly Trp Leu Asp Val Leu Pro Phe Ile Ile Pro His Arg Pro Thr
Asn
770 775 780
Val Glu Ser Cys Pro Glu Gly Lys Pro Glu Ala Leu Trp Val Glu
Glu
785 790 795
800
Arg Phe Thr Ala His Ile Ala Arg Val Arg Asp Val Glu Leu Leu
Thr
805 810 815
Gly Leu Asp Phe Tyr Gln Asp Lys Val Gln Pro Val Ser Glu Ile
Leu
820 825 830
Gln Leu Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Ile Gly Gly
Gly
835 840 845
Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Met Lys Trp Val
Thr
850 855 860
Phe Leu Leu Leu Leu Phe Val Ser Gly Ser Ala Phe Ser Arg Gly
Val
865 870 875
880
Phe Arg Arg Glu Ala His Lys Ser Glu Ile Ala His Arg Tyr Asn
Asp
885 890 895
Leu Gly Glu Gln His Phe Lys Gly Leu Val Leu Ile Ala Phe Ser
[0405] Gln
900 905 910
Tyr Leu Gln Lys Cys Ser Tyr Asp Glu His Ala Lys Leu Val Gln
Glu
915 920 925
Val Thr Asp Phe Ala Lys Thr Cys Val Ala Asp Glu Ser Ala Ala
Asn
930 935 940
Cys Asp Lys Ser Leu His Thr Leu Phe Gly Asp Lys Leu Cys Ala
Ile
945 950 955
960
Pro Asn Leu Arg Glu Asn Tyr Gly Glu Leu Ala Asp Cys Cys Thr
Lys
965 970 975
Gln Glu Pro Glu Arg Asn Glu Cys Phe Leu Gln His Lys Asp Asp
Asn
980 985 990
Pro Ser Leu Pro Pro Phe Glu Arg Pro Glu Ala Glu Ala Met Cys
Thr
995 1000 1005
Ser Phe Lys Glu Asn Pro Thr Thr Phe Met Gly His Tyr Leu His
1010 1015 1020
Glu Val Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu
1025 1030 1035
Tyr Tyr Ala Glu Gln Tyr Asn Glu Ile Leu Thr Gln Cys Cys Ala
1040 1045 1050
Glu Ala Asp Lys Glu Ser Cys Leu Thr Pro Lys Leu Asp Gly Val
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Lys
Ser
Val
Ile
Cys
Ala
Gln
Ser
Ala

Glu

Lys
Pro
[0406] Val
Glu
Tyr
Ala
Pro
Ile
Glu
Pro
Glu
Leu
Glu
Thr
Ala

Val

[0407]

1055
Glu
1070
Ser
1085
Ala
1100
Thr
1115
His
1130
Lys
1145
Thr
1160
Glu
1175
Ala
1190
Ala
12085
Arg
1220
Lys
1235
Pro
1250
Glu
1265
Lys
1280
Thr
12985
Ala
1310
Glu
1. 325
Leu
1340
His
1365
Cys
1370
Phe
1385
Pro
1400
Leu
1415
Val
1430
Ala
1445
Thr
1460

Lys
Met
Arg
Lys
Gly
Tyr
Cys
Val
Asp
Lys
His
Tyr
Ala
Glu
Leu
Gln
Arg
Asp
Asn
Val
Phe
Lys
Glu
Val
Met
Asp

Arg

Ala
Gln
Leu
Leu
Asp
Met
Cys
Glu
Phe
Asp
Pro
Glu
Cys
Pro
Gly
Lys
Asn
Gln
Arg
Thr
Ser
Ala
Lys
Lys
Asp
Lys

Cys

Leu
Lys
Ser
Ala
Leu
Cys
Asp
His
Val
Val
Asp
Ala
Tyr
Lys
Glu
Ala

Leu

Val
Lys
Ala
Glu
Glu
His
Asp
Asp

Lys

A AR R R R A5

Val
Phe
Gln
Thr
Leu
Glu
Lys
Asp
Glu
Phe
Tyr
Thr
Gly
Asn
Tyr
Pro
Gly
Leu
Cys
Cys
Leu
Thr
Lys
Lys
Phe
Thr

Asp

1060
Ser
1075
Gly
1090
Thr
1105
Asp
1120
Glu
1135
Asn
1150
Pro
1.1 &5
Thr
1180
Asp
1195
Leu
1210
Ser
1225
Leu
1240
Thr
12548
Leu
1270
Gly
1285
Gln
1300
Arg
1315
Pro
1330
Leu
1345
Cys
1360
Thr
13%a
Phe
1390
Gln
1405
Pro
1420
Ala
1435
Cys
1450
Ala
1465

96

Ser
Glu
Phe
Leu
Cys
Gln
Leu
Met
Gln
Gly
Val
Glu
vVal
Val
Phe
Val
Val
Cys
Leu
Ser
Val
Thr
Ile
Lys
Gln
Phe

Leu

Val
Arg
Pro
Thr
Ala

Ala

Pro
Glu
Thr
Ser
Lys
Leu
Lys
Gln
Ser
Gly
Val
His
Gly
Asp
Phe
Lys
Ala
Phe
Ser

Ala

Ala
Asn
Lys
Asp
Thr
Lys
Ala
Val
Phe
Leu
Cys
Ala
Thr
Asn
Thr
Thr
Glu
Glu
Ser
Glu
His
Lys
Thr
Leu

Thr

Gln
Phe
Ala
Val
Asp
Ile
Lys
Asp
Cys
Leu
Leu
Cys
Glu
Asn
Ala
Pro
Lys
Asp
Lys
Leu
Thr
Ser
Gln
Ala
Asp

Glu

1065
Arg
1080
Lys
1095
Asp
1110
Asn
1125
Arg
1140
Ser
1155
Ala
1170
Leu
1185
Lys
1200
Tyr
1215
Leu
1230
Ala
1245
Phe
1260
Cys
12756
Ile
1290
Thr
1305
Cys
1320
Tyr
1335
Thr
1350
Val
1385
Tyr
1380
Asp
1395
Thr
1410
Glu
1425
Thr
1440
Gly
1455

Met
Ala
Phe
Lys
Ala
Ser
His
Pro
Asn

Glu

Glu
Gln
Asp
Leu
Leu
Cys
Leu
Pro
Glu
Val
Ile
Ala
Gln
Cys

Pro

Lys
Trp
Ala
Glu
Glu
Lys
Cys
Ala
Tyr
Tyr
Leu
Ala
Pro
Leu
Val
Val
Thr
Ser
Val
Arg
Pro
Cys
Leu
Leu
Cys

Asn

Cys
Ala
Glu
Cys
Leu
Leu
Leu
Ile
Ala
Ser
Ala
Asn
Leu
Tyr
Arg
Glu
Leu
Ala

Ser

Lys
Thr
Ala
Lys
Lys

Leu

BRI AT T IR A1 XU RIZL  NPP3 T a6 A 45 T s sk = 5 5 JIK PP 51 AR D7) 1)
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[0408]  SEQ.ID NO:25-ENPP7-ENPP3- H K H
Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu

Leu
1 5 10 15
Ala Pro Gly Ala**Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp
Ala
20 25 30
Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Rla Cys Lys
Asp
25 40 45
Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu Ser
Thr
50 55 60
Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Arg Leu Glu
Ala
€5 70 75 80
Ser Leu Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys
Cys
85 90 95
Ala Asp Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp Leu Glu
Glu
100 105 110
Asn Cys Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp
Leu
[0409] 115 120 125
Pro Pro Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala Glu Tyr
Leu
130 135 140
Tyr Thr Trp Asp Thr Leu Met Pro Asn Ile Asn Lys Leu Lys Thr
Cys
145 150 155
160
Gly Ile His Ser Lys Tyr Met Arg Ala Met Tyr Pro Thr Lys Thr
Phe
165 170 175
Pro Asn His Tyr Thr Ile Val Thr Gly Leu Tyr Pro Glu Ser His
Gly
180 185 190
Ile Ile Asp Asn Asn Met Tyr Asp Val Asn Leu Asn Lys Asn Phe
Ser
195 200 205
Leu Ser Ser Lys Glu Gln Asn Asn Pro Ala Trp Trp His Gly Gln
PFG
210 215 220
Met Trp Leu Thr Ala Met Tyr Gln Gly Leu Lys Ala Ala Thr Tyr
Phe
225 230 235
240
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Trp Pro Gly Ser Glu Val Ala Ile Asn Gly Ser Phe Pro Ser Ile

Tyr
245 250 255
Met Pro Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile Ser Thr
Leu
260 265 270
Leu Lys Trp Leu Asp Leu Pro Lys Ala Glu Arg Pro Arg Phe Tyr
Thr
275 280 285
Met Tyr Phe Glu Glu Pro Asp Ser Ser Gly His Ala Gly Gly Pro
Val
290 2495 300
Ser Rla Arg Val Ile Lys Ala Leu Gln Val Val Asp His Ala Phe
Gly
305 310 315
320
Met Leu Met Glu Gly Leu Lys Gln Arg Asn Leu His Asn Cys Val
Asn
325 330 235
Ile Ile Leu Leu Ala Asp His Gly Met Asp Gln Thr Tyr Cys Asn
Lys
340 345 350
Met Glu Tyr Met Thr Asp Tyr Phe Pro Arg Ile Asn Phe Phe Tyr
Met
355 360 365
Tyr Glu Gly Pro ARla Pro Arg Ile Arg Ala His Asn Ile Pro His
Asp
370 375 380
[0410] Phe Phe Ser Phe Asn Ser Glu Glu Ile Val Arg Asn Leu Ser Cys
Arg
385 390 295
400
Lys Pro Asp Gln His Phe Lys Pro Tyr Leu Thr Pro Asp Leu Pro
Lys
405 410 415
Arg Leu His Tyr Ala Lys Asn Val Arg Ile Asp Lys Val His Leu
Phe
420 425 430
Val Asp Gln Gln Trp Leu ARla Val Arg Ser Lys Ser Asn Thr Asn
Cys
435 440 445
Gly Gly Gly Asn His Gly Tyr Asn Asn Glu Phe Arg Ser Met Glu
Ala
450 455 460
Ile Phe Leu Ala His Gly Pro Ser Phe Lys Glu Lys Thr Glu Val
Glu
465 470 475
480
Pro Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp Leu Leu
Arg
485 490 495
Ile Gln Pro Ala Pro Asn Asn Gly Thr His Gly Ser Leu Asn His
Leu
500 505 510
Leu Lys Val Pro Phe Tyr Glu Pro Ser His Ala Glu Glu Val Ser
Lys
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515 520 525
Phe Ser Val Cys Gly Phe Ala Asn Pro Leu Prc Thr Glu Ser Leu
Asp
530 535 540
Cys Phe Cys Pro His Leu Gln Asn Ser Thr Gln Leu Glu Gln Val
Asn
545 550 555
560
Gln Met Leu Asn Leu Thr Gln Glu Glu Ile Thr Ala Thr Val Lys
Val
565 570 575
Asn Leu Pro Phe Gly Arg Pro Arg Val Leu Gln Lys Asn Val Asp
His
580 585 590
Cys Leu Leu Tyr His Arg Glu Tyr Val Ser Gly Phe Gly Lys Ala
Met
595 600 605
Arg Met Pro Met Trp Ser Ser Tyr Thr Val Pro Gln Leu Gly Asp
Thy
€10 €615 620
Ser Pro Leu Pro Pro Thr Val Pro Asp Cys Leu Arg Ala Asp Val
Arg
625 630 635
640
Val Pro Pro Ser Glu Ser Gln Lys Cys Ser Phe Tyr Leu Ala Asp
Lys
645 650 €655
[0411] Asn Ile Thr His Gly Phe Leu Tyr Pro Pro Rla Ser Asn Arg Thr
Ser
660 665 670
Asp Ser Gln Tyr Asp Ala Leu Ile Thr Ser Asn Leu Val Pro Met
Tyr
675 680 685
Glu Glu Phe Arg Lys Met Trp Asp Tyr Phe His Ser Val Leu Leu
Ile
€690 695 700
Lys His Ala Thr Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro
Ile
705 710 715
720
Phe Asp Tyr Asn Tyr Asp Gly His Phe Asp Rla Pro Asp Glu Ile
Thr
HED 730 735
Lys His Leu Ala Asn Thr Asp Val Pro Ile Pro Thr His Tyr Phe
Val
740 745 Tzl
Val Leu Thr Ser Cys Lys Asn Lys Ser His Thr Pro Glu Asn Cys
Pro
755 760 765
Gly Trp Leu Asp Val Leu Pro Phe Ile Ile Pro His Arg Pro Thr
Asn
770 775 780
Val Glu Ser Cys Pro Glu Gly Lys Pro Glu Ala Leu Trp Val Glu
Glu
785 790 795
800
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Arg Phe Thr Ala His Ile Ala Arg Val Arg Asp Val Glu Leu Leu
Thr
805 810 815
Gly Leu Asp Phe Tyr Gln Asp Lys Val Gln Pro Val Ser Glu Ile
Leu
820 825 830
Gln Leu Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Ile Asp Lys
Thr
835 840 845
His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
Ser
850 855 860
Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
Arg
865 870 875
880
Thr Pro Glu Val Thr Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
Gly
885 890 895
Gly Gly Ser Met Lys Trp Val Thr Phe Leu Leu Leu Leu Phe Val
Ser
900 905 910
Gly Ser Ala Phe Ser Arg Gly Val Phe Arg Arg Glu Ala His Lys
Ser
915 920 925
Glu Ile Ala His Arg Tyr Asn Asp Leu Gly Glu Gln His Phe Lys
Gly
930 B35 940
[0412] Leu Val Leu Ile Ala Phe Ser Gln Tyr Leu Gln Lys Cys Ser Tyr
Asp
945 950 955
960
Glu His Ala Lys Leu Val Gln Glu Val Thr Asp Phe Ala Lys Thr
Cys
965 970 975
Val Ala Asp Glu Ser Ala Ala Asn Cys Asp Lys Ser Leu His Thr
Leu
980 985 990
Phe Gly Asp Lys Leu Cys Ala Ile Pro Asn Leu Arg Glu Asn Tyr
Gly
995 1000 1005
Glu Leu Ala Asp Cys Cys Thr Lys Gln Glu Pro Glu Arg Asn Glu
1010 1015 1020
Cys Phe Leu Gln His Lys Asp Asp Asn Pro Ser Leu Proc Pro Phe
1025 1030 1035
Glu Arg Pro Glu Ala Glu Ala Met Cys Thr Ser Phe Lys Glu Asn
1040 1045 1050
Pro Thr Thr Phe Met Gly His Tyr Leu His Glu Val Ala Arg Arg
1055 1060 1065
His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu Tyr Tyr Ala Glu Gln
1070 1075 1080
Tyr Asn Glu Ile Leu Thr Gln Cys Cys Ala Glu Ala Asp Lys Glu
1085 1090 1095
Ser Cys Leu Thr Pro Lys Leu Asp Gly Val Lys Glu Lys Ala Leu
1100 1105 1110
Val Ser 8Ser Val Arg Gln Arg Met Lys Cys Ser Ser Met Gln Lys
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1115 1120 1125

Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val Ala Arg Leu Ser
1.1.30 11338 1140

Gln Thr Phe Pro Asn Ala Asp Phe Ala Glu Ile Thr Lys Leu Ala
1145 1150 1155

Thr Asp Leu Thr Lys Val Asn Lys Glu Cys Cys His Gly Asp Leu
1160 1165 1170

Leu Glu Cys Ala Asp Asp Arg Ala Glu Leu Ala Lys Tyr Met Cys
1175 1180 1185

Glu Asn Gln Ala Thr Ile Ser Ser Lys Leu Gln Thr Cys Cys Asp
1190 1195 1200

Lys Pro Leu Leu Lys Lys Ala His Cys Leu Ser Glu Val Glu His
1205 1210 1215

Asp Thr Met Pro Ala Asp Leu Pro Ala Ile Ala Ala Asp Phe Val
1220 1225 1230

Glu Asp Gln Glu Val Cys Lys Asn Tyr Ala Glu Ala Lys Asp Val
1233 1240 1245

Phe Leu Gly Thr Phe Leu Tyr Glu Tyr Ser Arg Arg His Pro Asp
1250 1259 1260

Tyr Ser Val Ser Leu Leu Leu Arg Leu Ala Lys Lys Tyr Glu Ala
1265 1270 1275

Thr Leu Glu Lys Cys Cys Ala Glu Ala Asn Pro Pro Ala Cys Tyr
1280 1285 1290

Gly Thr Val Leu Ala Glu Phe Gln Pro Leu Val Glu Glu Pro Lys
1283 1300 1305

Asn Leu Val Lys Thr Asn Cys Asp Leu Tyr Glu Lys Leu Gly Glu

[0413] 1318 s B 1320

Tyr Gly Phe Gln Asn Ala Ile Leu Val Arg Tyr Thr Gln Lys Ala
1325 1330 1335

Pro Gln Val Ser Thr Pro Thr Leu Val Glu Ala Ala Arg Asn Leu
1340 1345 1350

Gly Arg Val Gly Thr Lys Cys Cys Thr Leu Pro Glu Asp Gln Arg
1855 1360 1365

Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala Ile Leu Asn Arg Val
1370 1375 1380

Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu His Val Thr Lys
1885 1390 1395

Cys Cys 8Ser Gly Ser Leu Val Glu Arg Arg Pro Cys Phe Ser Ala
1400 1405 1410

Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Lys Ala Glu
1415 1420 1425

Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro Glu Lys Glu
1430 1435 1440

Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu Val Lys His
1445 1450 1455

Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys Thr Val Met Asp Asp
1460 1465 1470

Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys Ala Ala Asp Lys Asp
1475 1480 1485

Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu Val Thr Arg Cys Lys
1490 1495 1500

Asp Ala Leu Ala
1505

[0414] B FRIZE A5 5 BKJT 51 s XUR RIZE - NPP3 I IF 4 A5 TR s ek = (55 KR B Ak 11 D7) 1)
A AR R R R A5
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[0415]  SEQ.ID NO:26-ENPP71Z &M%+ 41
Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu

Leu
i 5 10 15
Ala Pro Gly Ala Gly Ala**Gly Leu Lys Pro Ser Cys Ala Lys Glu
Val
20 25 30
Lys Ser Cys Lys Gly Arg Cys Phe Glu Arg Thr Phe Gly Asn Cys
Arg
25 40 45
Cys Asp Ala Ala Cys Val Glu Leu Gly Asn Cys Cys Leu Asp Tyr
Gln
50 55 60
Glu Thr Cys Ile Glu Pro Glu His Ile Trp Thr Cys Asn Lys Phe
Arg
€5 70 78 80
Cys Gly Glu Lys Arg Leu Thr Arg Ser Leu Cys Ala Cys Ser Asp
Asp
85 90 95
Cys Lys Asp Lys Gly Asp Cys Cys Ile Asn Tyr Ser Ser Val Cys
Gln
100 105 110
Gly Glu Lys Ser Trp Val Glu Glu Pro Cys Glu Ser Ile Asn Glu
Pro
[0416] 115 120 125
Gln Cys Pro Ala Gly Phe Glu Thr Pro Pro Thr Leu Leu Phe Ser
Leu
130 135 140
Asp Gly Phe Arg Ala Glu Tyr Leu His Thr Trp Gly Gly Leu Leu
Pro
145 150 155
160
Val Ile Ser Lys Leu Lys Lys Cys Gly Thr Tyr Thr Lys Asn Met
Arg
165 170 175
Pro Val Tyr Pro Thr Lys Thr Phe Pro Asn His Tyr Ser Ile Val
Thr
180 185 190
Gly Leu Tyr Pro Glu Ser His Gly Ile Ile Asp Asn Lys Met Tyr
Asp
195 200 205
Pro Lys Met Asn Ala Ser Phe Ser Leu Lys Ser Lys Glu Lys Phe
Asn
210 215 220
Pro Glu Trp Tyr Lys Gly Glu Pro Ile Trp Val Thr Ala Lys Tyr
Gln
225 230 235
240
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Gly Leu Lys Ser Gly Thr Phe Phe Trp Pro Gly Ser Asp Val Glu

Ile
245 250 255
Asn Gly Ile Phe Pro Asp Ile Tyr Lys Met Tyr Asn Gly Ser Val
Pro
260 265 270
Phe Glu Glu Arg Ile Leu Ala Val Leu Gln Trp Leu Gln Leu Pro
Lys
2795 280 288
Asp Glu Arg Pro His Phe Tyr Thr Leu Tyr Leu Glu Glu Pro Asp
Ser
290 295 300
Ser Gly His Ser Tyr Gly Pro Val Ser Ser Glu Val Ile Lys Ala
Leu
305 310 315
320
Gln Arg Val Asp Gly Met Val Gly Met Leu Met Asp Gly Leu Lys
Glu
325 330 335
Leu Asn Leu His Arg Cys Leu Asn Leu Ile Leu Ile Ser Asp His
Gly
340 345 350
Met Glu Gln Gly Ser Cys Lys Lys Tyr Ile Tyr Leu Asn Lys Tyr
Leu
355 360 365
Gly Asp Val Lys Asn Ile Lys Val Ile Tyr Gly Pro Ala Ala Arg
Leu
370 375 380
[0417]
Arg Pro Ser Asp Val Pro Asp Lys Tyr Tyr Ser Phe Asn Tyr Glu
Gly
385 390 395
400
Ile Ala Arg Asn Leu Ser Cys Arg Glu Pro Asn Gln His Phe Lys
BEG
405 410 415
Tyr Leu Lys His Phe Leu Pro Lys Arg Leu His Phe Ala Lys Ser
Asp
420 425 430
Arg Ile Glu Pro Leu Thr Phe Tyr Leu Asp Pro Gln Trp Gln Leu
Ala
435 440 445
Leu Asn Pro Ser Glu Arg Lys Tyr Cys Gly Ser Gly Phe His Gly
SEE
450 455 460
Asp Asn Val Phe Ser Asn Met Gln Ala Leu Phe Val Gly Tyr Gly
Pro
465 470 475
480
Gly Phe Lys His Gly Ile Glu Ala Asp Thr Phe Glu Asn Ile Glu
Val
485 490 495
Tyr Asn Leu Met Cys Asp Leu Leu Asn Leu Thr Pro Ala Pro Asn
Asn
500 505 510
Gly Thr His Gly Ser Leu Asn His Leu Leu Lys Asn Pro Val Tyr
Thr
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515 520 525
Pro Lys His Pro Lys Glu Val His Pro Leu Val Gln Cys Pro Phe
Thr
530 535 540
Arg Asn Pro Arg Asp Asn Leu Gly Cys Ser Cys Asn Pro Ser Ile
Leu
545 550 555
560
Pro Ile Glu Asp Phe Gln Thr Gln Phe Asn Leu Thr Val Ala Glu
Glu
565 570 575
Lys Ile Ile Lys His Glu Thr Leu Pro Tyr Gly Arg Pro Arg Val
Leu
580 585 580
Gln Lys Glu Asn Thr Ile Cys Leu Leu Ser Gln His Gln Phe Met
Ser
595 600 605
Gly Tyr Ser Gln Asp Ile Leu Met Pro Leu Trp Thr Ser Tyr Thr
Val
610 615 620
Asp Arg Asn Asp Ser Phe Ser Thr Glu Asp Phe Ser Asn Cys Leu
Tyr
625 630 635
€40
Gln Asp Phe Arg Ile Pro Leu Ser Pro Val His Lys Cys Ser Phe
Tyr
€645 650 €655
[0418] Lys Asn Asn Thr Lys Val Ser Tyr Gly Phe Leu Ser Pro Pro Gln
Leu
€60 €665 670
Asn Lys Asn Ser Ser Gly Ile Tyr Ser Glu Ala Leu Leu Thr Thr
Asn
675 680 685
Ile Val Pro Met Tyr Gln Ser Phe Gln Val Ile Trp Arg Tyr Phe
His
690 695 700
Asp Thr Leu Leu Arg Lys Tyr Ala Glu Glu Arg Asn Gly Val Asn
Val
705 710 715
720
Val Ser Gly Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Cys Asp
Ser
725 730 735
Leu Glu Asn Leu Arg Gln Lys Arg Arg Val Ile Arg Asn Gln Glu
Ile
740 745 750
Leu Ile Pro Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Asp
Thr
155 760 765
Ser Gln Thr Pro Leu His Cys Glu Asn Leu Asp Thr Leu Ala Phe
Ile
770 775 780
Leu Pro His Arg Thr Asp Asn Ser Glu Ser Cys Val His Gly Lys
His
785 790 795
800
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Asp Ser Ser Trp Val Glu Glu Leu Leu Met Leu His Arg Ala Arg

Ile
805 810 815
Thr Asp Val Glu His Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg
Lys
[0419] 820 825 830
Glu Pro Val Ser Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr
Phe
835 840 845
Ser Gln Glu Asp

850
[0420] PR RIZE A5 5 AT 41 s BUT KIZR : NPP LI TR LR A5 3 s s = 15 5 K 7 51 b 1 D7) 1)
(A=
[0421]  SEQ.ID NO:27-ENPP121Z &M% 74
Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu

Gly

1 5 10 15

Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg
Gly

20 25 30

Arg Ser His Ala Rla Glu Ala Pro Gly Asp Pro Gln Ala Rla Ala

Ser
25 40 45

Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala

Ala
50 55 60

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

65 70 75 80

Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly**Phe Thr Ala
Gly

[0422] 85 90 85

Leu Lys Pro Ser Cys Ala Lys Glu Val Lys Ser Cys Lys Gly Arg

Cys
100 105 110

Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys Asp Ala Ala Cys Val

Glu
115 120 125

Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu Thr Cys Ile Glu Pro

Glu
180 135 140

His Ile Trp Thr Cys Asn Lys Phe Arg Cys Gly Glu Lys Arg Leu
Thr

145 150 155
160

Arg Ser Leu Cys Ala Cys Ser Asp Asp Cys Lys Asp Lys Gly Asp
Cys

165 170 175
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Cys Ile Asn Tyr Ser Ser Val Cys Gln Gly Glu Lys Ser Trp Val

Glu
180 185 190
Glu Pro Cys Glu Ser Ile Asn Glu Pro Gln Cys Pro Ala Gly Phe
Glu
195 200 205
Thr Pro Pro Thr Leu Leu Phe Ser Leu Asp Gly Phe Arg Ala Glu
LTyr
210 215 220
Leu His Thr Trp Gly Gly Leu Leu Pro Val Ile Ser Lys Leu Lys
Lys
225 230 235
240
Cys Gly Thr Tyr Thr Lys Asn Met Arg Pro Val Tyr Pro Thr Lys
Thr
245 250 235
Phe Pro Asn His Tyr Ser Ile Val Thr Gly Leu Tyr Pro Glu Ser
His
260 265 270
Gly Ile Ile Asp Asn Lys Met Tyr Asp Pro Lys Met Asn Ala Ser
Phe
275 280 285
Ser Leu Lys Ser Lys Glu Lys Phe Asn Pro Glu Trp Tyr Lys Gly
Glu
290 295 300
Pro Ile Trp Val Thr Ala Lys Tyr Gln Gly Leu Lys Ser Gly Thr
Phe
205 310 315
[0423] 320
Phe Trp Pro Gly Ser Asp Val Glu Ile Asn Gly Ile Phe Pro Asp
Ile
325 330 335
Tyr Lys Met Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile Leu
Ala
340 345 350
Val Leu Gln Trp Leu Gln Leu Pro Lys Asp Glu Arg Pro His Phe
THT
355 360 365
Thr Leu Tyr Leu Glu Glu Pro Asp Ser Ser Gly His Ser Tyr Gly
Pro
370 375 380
Val Ser Ser Glu Val Ile Lys Ala Leu Gln Arg Val Asp Gly Met
Val
385 390 395
400
Gly Met Leu Met Asp Gly Leu Lys Glu Leu Asn Leu His Arg Cys
Leu
405 410 415
Asn Leu Ile Leu Ile Ser Asp His Gly Met Glu Gln Gly Ser Cys
Lys
420 425 430
Lys Tyr Ile Tyr Leu Asn Lys Tyr Leu Gly Asp Val Lys Asn Ile
Lys
435 440 445
Val Ile Tyr Gly Pro Ala Ala Arg Leu Arg Pro Ser Asp Val Pro
Asp
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450 455 460
Lys Tyr Tyr Ser Phe Asn Tyr Glu Gly Ile Ala Arg Asn Leu Ser
Cys
465 470 475
480
Arg Glu Pro Asn Gln His Phe Lys Pro Tyr Leu Lys His Phe Leu
EEd
485 490 495
Lys Arg Leu His Phe Ala Lys Ser Asp Arg Ile Glu Pro Leu Thr
Phe
500 505 510
Tyr Leu Asp Pro Gln Trp Gln Leu Ala Leu Asn Pro Ser Glu Arg
Lys
515 520 525
Tyr Cys Gly Ser Gly Phe His Gly Ser Asp Asn Val Phe Ser Asn
Met
530 535 540
Gln Ala Leu Phe Val Gly Tyr Gly Pro Gly Phe Lys His Gly Ile
Glu
545 550 3865
560
Ala Asp Thr Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp
Leu
565 570 578
Leu Asn Leu Thr Pro Ala Pro Asn Asn Gly Thr His Gly Ser Leu
Asn
580 585 590
His Leu Leu Lys Asn Pro Val Tyr Thr Pro Lys His Pro Lys Glu
[0424]
Val
595 600 605
His Pro Leu Val Gln Cys Pro Phe Thr Arg Asn Pro Arg Asp Asn
Leu
610 €15 620
Gly Cys Ser Cys Asn Pro Ser Ile Leu Pro Ile Glu Asp Phe Gln
Thr
625 630 €635
640
Gln Phe Asn Leu Thr Val Ala Glu Glu Lys Ile Ile Lys His Glu
Thr
645 650 €655
Leu Pro Tyr Gly Arg Pro Arg Val Leu Gln Lys Glu Asn Thr Ile
Cys
€60 665 670
Leu Leu Ser Gln His Gln Phe Met Ser Gly Tyr Ser Gln Asp Ile
Leu
675 680 685
Met Pro Leu Trp Thr Ser Tyr Thr Val Asp Arg Asn Asp Ser Phe
SEE
690 695 700
Thr Glu Asp Phe Ser Asn Cys Leu Tyr Gln Asp Phe Arg Ile Pro
Leu
705 710 715
720
Ser Pro Val His Lys Cys Ser Phe Tyr Lys Asn Asn Thr Lys Val
Ser

TED 730 & BB
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Tyr Gly Phe Leu Ser Pro Pro Gln Leu Asn Lys Asn Ser Ser Gly
Ile
740 745 750
Tyr Ser Glu Ala Leu Leu Thr Thr Asn Ile Val Pro Met Tyr Gln
Ser
735 760 765
Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr Leu Leu Arg Lys
Tyr
770 775 780
Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro Val Phe
Asp
785 790 795
800
Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu Asn Leu Arg Gln
Lys
805 810 815
Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile Pro Thr His Phe
Phe
[0425] 820 825 830
Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln Thr Pro Leu His
Cys
835 840 845
Glu Asn Leu Asp Thr Leu ARla Phe Ile Leu Pro His Arg Thr Asp
Asn
850 g9o 860
Ser Glu Ser Cys Val His Gly Lys His Asp Ser Ser Trp Val Glu
Glu
865 870 875
880
Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp Val Glu His Ile
Hilat g
885 890 895
Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro Val Ser Asp Ile
Leu
900 905 910
Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln Glu Asp
915 920 925
[0426]  BRRIZE A5 T K F1 s SO RIZE :NPP LI FF AR RN 45 51 5 % = {5 5 K P 41 Ab i D1
(A=
[0427]  SEQ.ID.NO:28-ENPP121-Fc& I ¥4
Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu
Gly
1 5 10 15
Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg
[0428] Gly
20 25 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala
Ser

35
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Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala

Ala
50 55 60
Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr Lys Ile Ile Ser
Leu
€5 70 75 80
Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly**Phe Thr Ala
Gly
85 90 95
Leu Lys Pro Ser Cys Ala Lys Glu Val Lys Ser Cys Lys Gly Arg
Cys
100 105 110
Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys Asp Ala Ala Cys Val
Glu
115 120 125
Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu Thr Cys Ile Glu Pro
Glu
130 185 140
His Ile Trp Thr Cys Asn Lys Phe Arg Cys Gly Glu Lys Arg Leu
Thr
145 150 155
160
Arg Ser Leu Cys Ala Cys Ser Asp Asp Cys Lys Asp Lys Gly Asp
Cys
165 170 175
Cys Ile Asn Tyr Ser Ser Val Cys Gln Gly Glu Lys Ser Trp Val
Glu
[0429] 180 185 190
Glu Pro Cys Glu Ser Ile Asn Glu Pro Gln Cys Pro Ala Gly Phe
Glu
1985 200 205
Thr Pro Pro Thr Leu Leu Phe Ser Leu Asp Gly Phe Arg Ala Glu
TyE
210 215 220
Leu His Thr Trp Gly Gly Leu Leu Pro Val Ile Ser Lys Leu Lys
Lys
225 230 235
240
Cys Gly Thr Tyr Thr Lys Asn Met Arg Pro Val Tyr Pro Thr Lys
Thr
245 250 255
Phe Pro Asn His Tyr Ser Ile Val Thr Gly Leu Tyr Pro Glu Ser
His
260 265 270
Gly Ile Ile Asp Asn Lys Met Tyr Asp Pro Lys Met Asn Ala Ser
Phe
275 280 285
Ser Leu Lys Ser Lys Glu Lys Phe Asn Pro Glu Trp Tyr Lys Gly
Glu
290 295 300
Pro Ile Trp Val Thr Ala Lys Tyr Gln Gly Leu Lys Ser Gly Thr
Phe
305 310 3.5
320
Phe Trp Pro Gly Ser Asp Val Glu Ile Asn Gly Ile Phe Pro Asp
Ile
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325 230 335
Tyr Lys Met Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile Leu
Ala
340 345 350
Val Leu Gln Trp Leu Gln Leu Pro Lys Asp Glu Arg Pro His Phe
Tyr
355 360 369
Thr Leu Tyr Leu Glu Glu Pro Asp Ser Ser Gly His Ser Tyr Gly
Pro
370 375 380
Val Ser Ser Glu Val Ile Lys Ala Leu Gln Arg Val Asp Gly Met
Val
385 390 395
400
Gly Met Leu Met Asp Gly Leu Lys Glu Leu Asn Leu His Arg Cys
Leu
405 410 415
Asn Leu Ile Leu Ile Ser Asp His Gly Met Glu Gln Gly Ser Cys
Lys
420 425 430
Lys Tyr Ile Tyr Leu Asn Lys Tyr Leu Gly Asp Val Lys Asn Ile
Lys
435 440 445
Val Ile Tyr Gly Pro Ala Ala Arg Leu Arg Pro Ser Asp Val Pro
Asp
450 455 460
Lys Tyr Tyr Ser Phe Asn Tyr Glu Gly Ile Ala Arg Asn Leu Ser
[0430] Cys
465 470 475
480
Arg Glu Pro Asn Gln His Phe Lys Pro Tyr Leu Lys His Phe Leu
BEe
485 490 495
Lys Arg Leu His Phe Ala Lys Ser Asp Arg Ile Glu Pro Leu Thr
Phe
500 505 510
Tyr Leu Asp Pro Gln Trp Gln Leu Ala Leu Asn Pro Ser Glu Arg
Lys
515 520 S£59
Tyr Cys Gly Ser Gly Phe His Gly Ser Asp Asn Val Phe Ser Asn
Met
530 535 540
Gln Ala Leu Phe Val Gly Tyr Gly Pro Gly Phe Lys His Gly Ile
Glu
545 550 555
560
Ala Asp Thr Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp
Leu
565 570 5ib
Leu Asn Leu Thr Pro Ala Pro Asn Asn Gly Thr His Gly Ser Leu
Asn
580 585 590
His Leu Leu Lys Asn Pro Val Tyr Thr Pro Lys His Pro Lys Glu
Val

5585 600 605
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His Pro Leu Val Gln Cys Pro Phe Thr Arg Asn Pro Arg Asp Asn

Leu
610 €615 620
Gly Cys Ser Cys Asn Pro Ser Ile Leu Pro Ile Glu Asp Phe Gln
Thr
625 630 635
640
Gln Phe Asn Leu Thr Val Ala Glu Glu Lys Ile Ile Lys His Glu
Thr
645 €50 €55
Leu Pro Tyr Gly Arg Pro Arg Val Leu Gln Lys Glu Asn Thr Ile
Cys
660 665 670
Leu Leu Ser Gln His Gln Phe Met Ser Gly Tyr Ser Gln Asp Ile
Leu
675 680 685
Met Pro Leu Trp Thr Ser Tyr Thr Val Asp Arg Asn Asp Ser Phe
Ser
690 €695 700
Thr Glu Asp Phe Ser Asn Cys Leu Tyr Gln Asp Phe Arg Ile Pro
Leu
705 710 ks
720
Ser Pro Val His Lys Cys Ser Phe Tyr Lys Asn Asn Thr Lys Val
Ser
129 730 133
Tyr Gly Phe Leu Ser Pro Pro Gln Leu Asn Lys Asn Ser Ser Gly
[0431] 1Ile
740 745 750
Tyr Ser Glu Ala Leu Leu Thr Thr Asn Ile Val Pro Met Tyr Gln
Ser
198 760 765
Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr Leu Leu Arg Lys
Tyr
770 775 780
Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro Val Phe
Asp
183 790 199
800
Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu Asn Leu Arg Gln
Lys
805 810 815
Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile Pro Thr His Phe
Phe
820 825 830
Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln Thr Pro Leu His
Cys
835 840 845
Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro His Arg Thr Asp
Asn
850 855 860
Ser Glu Ser Cys Val His Gly Lys His Asp Ser Ser Trp Val Glu
Glu
865 870 875
880
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Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp Val Glu His Ile
Thr
885 890 895
Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro Val Ser Asp Ile
Leu
900 905 910
Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln Glu Asp Leu Ile
Asn
915 920 925
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
Gly
930 935 940
Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
Met
945 950 955
960
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
His
965 970 975
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
Val
980 985 990
[0432] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
Tyr
995 1000 1005
Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
1010 1015 1020
Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
1025 1030 1035
Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
1040 1045 1050
Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
1055 1060 1065
Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
1070 1075 1080
Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
1085 1090 1095
Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
1100 1105 1110
Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
1115 1120 1125
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
1130 1135 1140
Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
1145 1150 1155

[0433] B TRRIZ S S AKFEA s ST RIZE : NPP 1 FF U8 FI 45 o 5 sk =5 5 JIk 7 21 b 1 1) )
7B s FARER IR IRFe 7 1l
[0434]  SEQ.TID NO:29-ENPP121-ALBZILERIF

Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu

[0435] Gly
1

5
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Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg

Gly
20 25 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala
Ser
35 40 45
Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala
Ala
50 55 60
Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr Lys Ile Ile Ser
Leu
€5 70 75 80
Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly**Phe Thr Ala
Gly
85 90 95
Leu Lys Pro Ser Cys Ala Lys Glu Val Lys Ser Cys Lys Gly Arg
Cys
100 105 110
Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys Asp Ala Ala Cys Val
Glu
115 120 125
Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu Thr Cys Ile Glu Pro
Glu
130 135 140
His Ile Trp Thr Cys Asn Lys Phe Arg Cys Gly Glu Lys Arg Leu
Thr
145 150 155
[0a3e]  °°
Arg Ser Leu Cys Ala Cys Ser Asp Asp Cys Lys Asp Lys Gly Asp
Cys
1€e5 170 175
Cys Ile Asn Tyr Ser Ser Val Cys Gln Gly Glu Lys Ser Trp Val
Glu
180 185 190
Glu Pro Cys Glu Ser Ile Asn Glu Pro Gln Cys Pro Ala Gly Phe
Glu
195 200 205
Thr Pro Pro Thr Leu Leu Phe Ser Leu Asp Gly Phe Arg Ala Glu
Tyr
210 215 220
Leu His Thr Trp Gly Gly Leu Leu Pro Val Ile Ser Lys Leu Lys
Lys
225 230 235
240
Cys Gly Thr Tyr Thr Lys Asn Met Arg Pro Val Tyr Pro Thr Lys
Thr
245 250 255
Phe Pro Asn His Tyr Ser Ile Val Thr Gly Leu Tyr Pro Glu Ser
His
260 265 270
Gly Ile Ile Asp Asn Lys Met Tyr Asp Pro Lys Met Asn Ala Ser
Phe
295 280 285
Ser Leu Lys Ser Lys Glu Lys Phe Asn Pro Glu Trp Tyr Lys Gly
Glu

290 295 300
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Pro Ile Trp Val Thr Ala Lys Tyr Gln Gly Leu Lys Ser Gly Thr

Phe
305 310 315
320
Phe Trp Pro Gly Ser Asp Val Glu Ile Asn Gly Ile Phe Pro Asp
Ile
329 330 335
Tyr Lys Met Tyr Asn Gly Ser Val Pro Phe Glu Glu Arg Ile Leu
Ala
340 345 350
Val Leu Gln Trp Leu Gln Leu Pro Lys Asp Glu Arg Pro His Phe
Tyr
355 360 365
Thr Leu Tyr Leu Glu Glu Pro Asp Ser Ser Gly His Ser Tyr Gly
izhi o)
370 375 380
Val Ser Ser Glu Val Ile Lys Ala Leu Gln Arg Val Asp Gly Met
Val
385 390 395
400
Gly Met Leu Met Asp Gly Leu Lys Glu Leu Asn Leu His Arg Cys
Leu
405 410 415
Asn Leu Ile Leu Ile Ser Asp His Gly Met Glu Gln Gly Ser Cys
Lys
420 425 430
Lys Tyr Ile Tyr Leu Asn Lys Tyr Leu Gly Asp Val Lys Asn Ile
[0437] Lys
435 440 445
Val Ile Tyr Gly Pro ARla Ala Arg Leu Arg Pro Ser Asp Val Pro
Asp
450 455 460
Lys Tyr Tyr Ser Phe Asn Tyr Glu Gly Ile Ala Arg Asn Leu Ser
Cys
465 470 475
480
Arg Glu Pro Asn Gln His Phe Lys Pro Tyr Leu Lys His Phe Leu
Pro
485 490 495
Lys Arg Leu His Phe Ala Lys Ser Asp Arg Ile Glu Pro Leu Thr
Fhe
500 505 510
Tyr Leu Asp Pro Gln Trp Gln Leu Ala Leu Asn Pro Ser Glu Arg
Lys
515 520 525
Tyr Cys Gly Ser Gly Phe His Gly Ser Asp Asn Val Phe Ser Asn
Met
530 535 540
Gln Ala Leu Phe Val Gly Tyr Gly Pro Gly Phe Lys His Gly Ile
Glu
545 550 5155
560
Ala Asp Thr Phe Glu Asn Ile Glu Val Tyr Asn Leu Met Cys Asp
Leu

565 570 aits
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Leu Asn Leu Thr Pro Ala Pro Asn Asn Gly Thr His Gly Ser Leu

Asn
580 585 590
His Leu Leu Lys Asn Pro Val Tyr Thr Pro Lys His Pro Lys Glu
Val
598 600 605
His Pro Leu Val Gln Cys Pro Phe Thr Arg Asn Pro Arg Asp Asn
Leu
610 615 620
Gly Cys Ser Cys Asn Pro Ser Ile Leu Pro Ile Glu Asp Phe Gln
Thr
625 €30 €35
640
Gln Phe Asn Leu Thr Val Ala Glu Glu Lys Ile Ile Lys His Glu
Thr
€45 650 655
Leu Pro Tyr Gly Arg Pro Arg Val Leu Gln Lys Glu Asn Thr Ile
Cys
660 665 670
Leu Leu Ser Gln His Gln Phe Met Ser Gly Tyr Ser Gln Asp Ile
Leu
675 680 685
Met Pro Leu Trp Thr Ser Tyr Thr Val Asp Arg Asn Asp Ser Phe
Ser
690 695 700
Thr Glu Asp Phe Ser Asn Cys Leu Tyr Gln Asp Phe Arg Ile Pro
Leu
705 710 715
[0438] 750
Ser Pro Val His Lys Cys Ser Phe Tyr Lys Asn Asn Thr Lys Val
Ser
725 730 735
Tyr Gly Phe Leu Ser Pro Pro Gln Leu Asn Lys Asn Ser Ser Gly
Ile
740 745 750
Tyr Ser Glu Ala Leu Leu Thr Thr Asn Ile Val Pro Met Tyr Gln
Ser
185 760 765
Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr Leu Leu Arg Lys
Tyr
770 T30 780
Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro Val Phe
Asp
785 790 795
800
Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu Asn Leu Arg Gln
Lys
805 810 815
Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile Pro Thr His Phe
Phe
820 825 830
Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln Thr Pro Leu His
Cys
835 840 845
Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro His Arg Thr Asp
Asn
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850 855 860
Ser Glu Ser Cys Val His Gly Lys His Asp Ser Ser Trp Val Glu
Glu
865 870 875
880
Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp Val Glu His Ile
Thr
885 890 895
Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro Val Ser Asp Ile
Leu
900 905 910
Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln Glu Asp Arg Ser
Gly
915 920 925
Ser Gly Gly Ser Met Lys Trp Val Thr Phe Leu Leu Leu Leu Phe
Val
930 D35 940
Ser Gly Ser Ala Phe Ser Arg Gly Val Phe Arg Arg Glu Ala His
Lys
945 950 855
960
Ser Glu Ile Ala His Arg Tyr Asn Asp Leu Gly Glu Gln His Phe
Lys
965 970 975
Gly Leu Val Leu Ile Ala Phe Ser Gln Tyr Leu Gln Lys Cys Ser
Tyr
980 985 990
Asp Glu His Ala Lys Leu Val Gln Glu Val Thr Asp Phe Ala Lys
[0439]
Thr
995 1000 1005
Cys Val Ala Asp Glu Ser Ala Ala Asn Cys Asp Lys Ser Leu His
1010 1015 1020
Thr Leu Phe Gly Asp Lys Leu Cys Ala Ile Pro Asn Leu Arg Glu
1025 1030 1035
Asn Tyr Gly Glu Leu Ala Asp Cys Cys Thr Lys Gln Glu Pro Glu
1040 1045 1050
Arg Asn Glu Cys Phe Leu Gln His Lys Asp Asp Asn Pro Ser Leu
1055 1060 1065
Pro Pro Phe Glu Arg Pro Glu Ala Glu Ala Met Cys Thr Ser Phe
1070 1075 1080
Lys Glu Asn Pro Thr Thr Phe Met Gly His Tyr Leu His Glu Val
1085 1090 1095
Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu Tyr Tyr
1100 1105 1110
Ala Glu Gln Tyr Asn Glu Ile Leu Thr Gln Cys Cys Ala Glu Ala
1115 1120 1125
Asp Lys Glu Ser Cys Leu Thr Pro Lys Leu Asp Gly Val Lys Glu
1130 1135 1140
Lys Ala Leu Val Ser Ser Val Arg Gln Arg Met Lys Cys Ser Ser
1145 1150 1155
Met Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val Ala
1160 1165 1170
Arg Leu Ser Gln Thr Phe Pro Asn Ala Asp Phe Ala Glu Ile Thr
1175 1180 1185
Lys Leu Ala Thr Asp Leu Thr Lys Val Asn Lys Glu Cys Cys His
1190 1.1.95 1200
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Gly Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Glu Leu Ala Lys
1205 1210 1215

Tyr Met Cys Glu Asn Gln Ala Thr Ile Ser Ser Lys Leu Gln Thr
1220 1225 1230

Cys Cys Asp Lys Pro Leu Leu Lys Lys Ala His Cys Leu Ser Glu
1235 1240 1245

Val Glu His Asp Thr Met Pro Ala Asp Leu Pro Ala Ile Ala Ala
1250 1255 1260

Asp Phe Val Glu Asp Gln Glu Val Cys Lys Asn Tyr Ala Glu Ala
1265 1270 1275

Lys Asp Val Phe Leu Gly Thr Phe ILeu Tyr Glu Tyr Ser Arg Arg
1280 1285 1290

His Prc Asp Tyr Ser Val Ser Leu Leu Leu Arg Leu Ala Lys Lys
1295 1300 1305

Tyr Glu Ala Thr Leu Glu Lys Cys Cys Ala Glu Ala Asn Pro Pro
1310 1315 1320

Ala Cys Tyr Gly Thr Val Leu Ala Glu Phe Gln Pro Leu Val Glu
1325 1330 1335

Glu Pro Lys Asn Leu Val Lys Thr Asn Cys Asp Leu Tyr Glu Lys
1340 1345 1350

Leu Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu Val Arg Tyr Thr
1355 1360 1365

Gln Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val Glu Ala Ala
1370 1375 1380

Arg Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu Pro Glu
1385 1320 1395

Asp Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala Ile Leu
1400 1405 1410

Asn Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu His
1415 1420 1425

Val Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg Pro Cys
1430 1435 1440

Phe Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe
1445 1450 1455

Lys Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro
1460 1465 1470

Glu Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu
1475 1480 1485

Val Lys His Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys Thr Val
1490 1495 1500

Met Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys Ala Ala
1505 1510 1515

Asp Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu Val Thr
1520 1528 1530

Arg Cys Lys Asp Ala Leu Ala Arg Ser Trp Ser His Pro Gln Phe
1535 1540 1545

Glu Lys
1550

[0441] BN RILZE 155 KT B s T I 2% - NPP LK HF U A0 485 3R 5 o = 15 5 ok 132 B0 Ak £ 1) 5
(VA RE RN & NS ]
[0442]  SEQ.ID NO:30-ENPP121-NPP3-Fc /¥4

[0440]
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Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu

Gly
1 5 10 15
Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg
Gly
20 25 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala
Ser
35 40 45
Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala
Ala
20 29 60
Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr Lys Ile Ile Ser
Leu
€5 70 75 80
Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr
Ala**Lys
85 90 95
Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp Ala Ser Phe Arg Gly
Leu
100 105 110
Glu Asn Cys Arg Cys Asp Val ARla Cys Lys Asp Arg Gly Asp Cys
Cys
115 120 125
Trp Asp Phe Glu Asp Thr Cys Val Glu Ser Thr Arg Ile Trp Met
Cys
130 135 140
[0443] Asn Lys Phe Arg Cys Gly Glu Arg Leu Glu Ala Ser Leu Cys Ser
Cys
145 150 155
160
Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys Cys Ala Asp Tyr Lys
Ser
165 170 175
Val Cys Gln Gly Glu Thr Ser Trp Leu Glu Glu Asn Cys Asp Thr
Ala
180 185 190
Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp Leu Pro Pro Val Ile
Leu
195 200 205
Phe Ser Met Asp Gly Phe Arg ARla Glu Tyr Leu Tyr Thr Trp Asp
Thr
210 215 220
Leu Met Pro Asn Ile Asn Lys Leu Lys Thr Cys Gly Ile His Ser
Lys
225 230 235
240
Tyr Met Arg Ala Met Tyr Pro Thr Lys Thr Phe Pro Asn His Tyr
Thr
245 250 255
Ile Val Thr Gly Leu Tyr Pro Glu Ser His Gly Ile Ile Asp Asn
Asn
260 265 270
Met Tyr Asp Val Asn Leu Asn Lys Asn Phe Ser Leu Ser Ser Lys
Glu

275 280 285

118



CN 116406281 A i';ﬁ HH :I:; 110/156 1T

Gln Asn Asn Pro Ala Trp Trp His Gly Gln Pro Met Trp Leu Thr

Ala
290 295 300
Met Tyr Gln Gly Leu Lys Ala Ala Thr Tyr Phe Trp Pro Gly Ser
Glu
305 310 F15
320
Val Ala Ile Asn Gly Ser Phe Pro Ser Ile Tyr Met Pro Tyr Asn
Gly
325 330 335
Ser Val Pro Phe Glu Glu Arg Ile Ser Thr Leu Leu Lys Trp Leu
Asp
340 345 350
Leu Pro Lys Ala Glu Arg Pro Arg Phe Tyr Thr Met Tyr Phe Glu
Glu
355 360 365
Pro Asp Ser Ser Gly His Ala Gly Gly Pro Val Ser Ala Arg Val
Il&
370 375 380
Lys Ala Leu Gln Val Val Asp His Ala Phe Gly Met Leu Met Glu
Gly
385 390 395
400
Leu Lys Gln Arg Asn Leu His Asn Cys Val Asn Ile Ile Leu Leu
Ala
405 410 415
Asp His Gly Met Asp Gln Thr Tyr Cys Asn Lys Met Glu Tyr Met
[0444]  Thr
420 425 430
Asp Tyr Phe Pro Arg Ile Asn Phe Phe Tyr Met Tyr Glu Gly Pro
Ala
435 440 445
Pro Arg Ile Arg Ala His Asn Ile Pro His Asp Phe Phe Ser Phe
Asn
450 455 460
Ser Glu Glu Ile Val Arg Asn Leu Ser Cys Arg Lys Pro Asp Gln
His
465 470 475
480
Phe Lys Pro Tyr Leu Thr Pro Asp Leu Pro Lys Arg Leu His Tyr
Ala
485 490 495
Lys Asn Val Arg Ile Asp Lys Val His Leu Phe Val Asp Gln Gln
Trp
500 505 510
Leu Ala Val Arg Ser Lys Ser Asn Thr Asn Cys Gly Gly Gly Asn
His
515 520 325
Gly Tyr Asn Asn Glu Phe Arg Ser Met Glu Ala Ile Phe Leu Ala
His
530 535 540
Gly Pro Ser Phe Lys Glu Lys Thr Glu Val Glu Pro Phe Glu Asn
Ile
545 550 555
560
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Glu Val Tyr Asn Leu Met Cys Asp Leu Leu Arg Ile Gln Pro Ala

Pro
565 570 575
Asn Asn Gly Thr His Gly Ser Leu Asn His Leu Leu Lys Val Pro
Phe
580 H85 590
Tyr Glu Pro Ser His Ala Glu Glu Val Ser Lys Phe Ser Val Cys
Gly
595 600 605
Phe Ala Asn Pro Leu Pro Thr Glu Ser Leu Asp Cys Phe Cys Pro
His
610 €15 620
Leu Gln Asn Ser Thr Gln Leu Glu Gln Val Asn Gln Met Leu Asn
Leu
625 630 635
€40
Thr Gln Glu Glu Ile Thr Ala Thr Val Lys Val Asn Leu Pro Phe
Gly
645 650 655
Arg Pro Arg Val Leu Gln Lys Asn Val Asp His Cys Leu Leu Tyr
His
660 665 €670
Arg Glu Tyr Val Ser Gly Phe Gly Lys Ala Met Arg Met Pro Met
B o
675 680 685
Ser Ser Tyr Thr Val Pro Gln Leu Gly Asp Thr Ser Pro Leu Pro
Pro
[0445] €90 €95 700
Thr Val Pro Asp Cys Leu Arg Ala Asp Val Arg Val Pro Pro Ser
Glu
705 710 715
720
Ser Gln Lys Cys Ser Phe Tyr Leu Ala Asp Lys Asn Ile Thr His
Gly
125 730 735
Phe Leu Tyr Pro Pro ARla Ser Asn Arg Thr Ser Asp Ser Gln Tyr
Bsp
740 745 780
Ala Leu Ile Thr Ser Asn Leu Val Pro Met Tyr Glu Glu Phe Arg
Lys
798 760 765
Met Trp Asp Tyr Phe His Ser Val Leu Leu Ile Lys His Ala Thr
Glu
770 775 780
Arg Asn Gly Val Asn Val Val Ser Gly Pro Ile Phe Asp Tyr Asn
Tyr
785 790 795
800
Asp Gly His Phe Asp ARla Pro Asp Glu Ile Thr Lys His Leu Ala
Asn
805 810 815
Thr Asp Val Pro Ile Pro Thr His Tyr Phe Val Val Leu Thr Ser
Cys
820 BZ85 830
Lys Asn Lys Ser His Thr Pro Glu Asn Cys Pro Gly Trp Leu Asp
Val
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B35 840 845
Leu Pro Phe Ile Ile Pro His Arg Pro Thr Asn Val Glu Ser Cys
Bro
850 855 860
Glu Gly Lys Pro Glu Ala Leu Trp Val Glu Glu Arg Phe Thr Ala
His
865 870 875
880
Ile Ala Arg Val Arg Asp Val Glu Leu Leu Thr Gly Leu Asp Phe
Tyr
885 890 895
Gln Asp Lys Val Gln Pro Val Ser Glu Ile Leu Gln Leu Lys Thr
Tyr
900 905 910
Leu Pro Thr Phe Glu Thr Thr Ile Asp Lys Thr His Thr Cys Pro
Pro
915 920 925
Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe
Pro
930 935 940
Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
Thr
945 950 955
960
Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe
Asn
[0446] 965 970 975
Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
Arg
980 985 990
Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
Val
9585 1000 1005
Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
1010 1015 1020
Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys
1025 1030 1035
Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
1040 1045 1050
Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
1055 1060 1065
Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
1070 1075 1080
Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
1085 1090 1095
Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
1100 1105 1110
Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
1115 1120 1125
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
1130 1135 1140
Ser Pro Gly Lys
1145
[0447] PR RIZE A5 5 BB s BT RIZE : NPP LRI FF 4 AN 45 3R 5 e = 155 Ik 2 51 Ak () D) 1)

(VA REKENG & = N AT

[0448]

SEQ.ID NO:31-ENPP121-NPP3- & H 751

1
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Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu

Gly
1 a 10 15
Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg
Gly
20 s, 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala
Ser
35 40 45
Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala
Ala
50 55 60
Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr Lys Ile Ile Ser
Leu
65 70 15
Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr
Ala**Lys
85 90 215]
Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp Ala Ser Phe Arg Gly
Leu
100 105 110
Glu Asn Cys Arg Cys Asp Val Ala Cys Lys Asp Arg Gly Asp Cys
Cys
[0449] 115 120 125
Trp Asp Phe Glu Asp Thr Cys Val Glu Ser Thr Arg Ile Trp Met
Cys
130 135 140
Asn Lys Phe Arg Cys Gly Glu Arg Leu Glu Ala Ser Leu Cys Ser
Cys
145 150 153
160
Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys Cys Ala Asp Tyr Lys
Ser
165 170 1%5
Val Cys Gln Gly Glu Thr Ser Trp Leu Glu Glu Asn Cys Asp Thr
Ala
180 185 190
Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp Leu Pro Pro Val Ile
Leu
195 200 205
Phe Ser Met Asp Gly Phe Arg Ala Glu Tyr Leu Tyr Thr Trp Asp
Thr
210 215 220
Leu Met Pro Asn Ile Asn Lys Leu Lys Thr Cys Gly Ile His Ser
Lys
225 230 235
240
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Tyr Met Arg Ala Met Tyr Pro Thr Lys Thr Phe Pro Asn His Tyr

i) lay
245 250 255
Ile Val Thr Gly Leu Tyr Pro Glu Ser His Gly Ile Ile Asp Asn
Asn
260 265 270
Met Tyr Asp Val Asn Leu Asn Lys Asn Phe Ser Leu Ser Ser Lys
Glu
275 280 285
Gln Asn Asn Pro Ala Trp Trp His Gly Gln Pro Met Trp Leu Thr
Ala
290 295 300
Met Tyr Gln Gly Leu Lys Ala Ala Thr Tyr Phe Trp Pro Gly Ser
Glu
305 310 315
320
Val Ala Ile Asn Gly Ser Phe Pro Ser Ile Tyr Met Pro Tyr Asn
Gly
325 330 3385
Ser Val Pro Phe Glu Glu Arg Ile Ser Thr Leu Leu Lys Trp Leu
Asp
340 345 350
Leu Pro Lys Ala Glu Arg Pro Arg Phe Tyr Thr Met Tyr Phe Glu
Glu
355 360 365
Pro Asp Ser Ser Gly His Ala Gly Gly Pro Val Ser Ala Arg Val
Ile
[0450] 370 375 . 380
ILys Ala Leu Gln Val Val Asp His Ala Phe Gly Met Leu Met Glu
Gly
385 390 395
400
Leu Lys Gln Arg Asn Leu His Asn Cys Val Asn Ile Ile Leu Leu
Ala
405 410 415
Asp His Gly Met Asp Gln Thr Tyr Cys Asn Lys Met Glu Tyr Met
Thr
420 425 430
Asp Tyr Phe Pro Arg Ile Asn Phe Phe Tyr Met Tyr Glu Gly Pro
Ala
435 440 445
Pro Arg Ile Arg ARla His Asn Ile Pro His Asp Phe Phe Ser Phe
Asn
450 455 460
Ser Glu Glu Ile Val Arg Asn Leu Ser Cys Arg Lys Pro Asp Gln
His
465 470 475
480
Phe Lys Pro Tyr Leu Thr Pro Asp Leu Pro Lys Arg Leu His Tyr
Ala
485 490 495
Lys Asn Val Arg Ile Asp Lys Val His Leu Phe Val Asp Gln Gln
Trp
500 505 510
Leu Ala Val Arg Ser Lys Ser Asn Thr Asn Cys Gly Gly Gly Asn
His
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515 520 525
Gly Tyr Asn Asn Glu Phe Arg Ser Met Glu Ala Ile Phe Leu Ala
His
530 Hi3h 540
Gly Pro Ser Phe Lys Glu Lys Thr Glu Val Glu Pro Phe Glu Asn
Ile
545 550 555
560
Glu Val Tyr Asn Leu Met Cys Asp Leu Leu Arg Ile Gln Pro Ala
Pro
565 570 275
Asn Asn Gly Thr His Gly Ser Leu Asn His Leu Leu Lys Val Pro
Phe
580 585 590
Tyr Glu Pro Ser His Ala Glu Glu Val Ser Lys Phe Ser Val Cys
Gly
595 600 605
Phe Ala Asn Pro Leu Pro Thr Glu Ser Leu Asp Cys Phe Cys Pro
His
610 615 620
Leu Gln Asn Ser Thr Gln Leu Glu Gln Val Asn Gln Met Leu Asn
Leu
625 630 635
640
Thr Gln Glu Glu Ile Thr Ala Thr Val Lys Val Asn Leu Pro Phe
Gly
€645 650 655
[0451] . Arg Pro Arg Val Leu Gln Lys Asn Val Asp His Cys Leu Leu Tyr
His
660 665 €670
Arg Glu Tyr Val Ser Gly Phe Gly Lys Ala Met Arg Met Pro Met
Trp
675 680 685
Ser Ser Tyr Thr Val Pro Gln Leu Gly Asp Thr Ser Pro Leu Pro
B¥E
690 695 700
Thr Val Pro Asp Cys Leu Arg Ala Asp Val Arg Val Pro Pro Ser
Glu
706 710 715
720
Ser Gln Lys Cys Ser Phe Tyr Leu Ala Asp Lys Asn Ile Thr His
Gly
725 730 138
Phe Leu Tyr Pro Pro Ala Ser Asn Arg Thr Ser Asp Ser Gln Tyr
Asp
740 745 750
Ala Leu Ile Thr Ser Asn Leu Val Pro Met Tyr Glu Glu Phe Arg
Lys
755 760 7€5
Met Trp BAsp Tyr Phe His Ser Val Leu Leu Ile Lys His Ala Thr
Glu
770 X 780
Arg Asn Gly Val Asn Val Val Ser Gly Pro Ile Phe Asp Tyr Asn
Tyr
785 790 185
800
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Asp Gly His Phe Asp Ala Pro Asp Glu Ile Thr Lys His Leu Ala

Asn
805 810 815
Thr Asp Val Pro Ile Pro Thr His Tyr Phe Val Val Leu Thr Ser
Cys
820 825 830
Lys Asn Lys Ser His Thr Pro Glu Asn Cys Pro Gly Trp Leu Asp
Val
835 840 845
Leu Pro Phe Ile Ile Pro His Arg Pro Thr Asn Val Glu Ser Cys
Pro
850 855 860
Glu Gly Lys Pro Glu Ala Leu Trp Val Glu Glu Arg Phe Thr Ala
His
865 870 875
880
Ile Ala Arg Val Arg Asp Val Glu Leu Leu Thr Gly Leu Asp Phe
Tyr
885 890 895
Gln Asp Lys Val Gln Pro Val Ser Glu Ile Leu Gln Leu Lys Thr
Tyr
900 905 910
Leu Pro Thr Phe Glu Thr Thr Tle Gly Gly Gly Ser Gly Gly Gly
Gly
915 920 525
Ser Gly Gly Gly Gly Ser Met Lys Trp Val Thr Phe Leu Leu Leu
Leu
[0452] 930 935 940
Phe Val Ser Gly Ser Ala Phe Ser Arg Gly Val Phe Arg Arg Glu
Ala
945 950 955
960
His Lys Ser Glu Ile Ala His Arg Tyr Asn Asp Leu Gly Glu Gln
His
965 970 975
Phe Lys Gly Leu Val Leu Ile Ala Phe Ser Gln Tyr Leu Gln Lys
Cys
980 985 990
Ser Tyr Asp Glu His Ala Lys Leu Val Gln Glu Val Thr Asp Phe
Ala
995 1000 1005
Lys Thr Cys Val Ala Asp Glu Ser Ala Ala Asn Cys Asp Lys Ser
1010 1015 1020
Leu His Thr Leu Phe Gly Asp Lys Leu Cys Ala Ile Pro Asn Leu
1025 1030 1035
Arg Glu Asn Tyr Gly Glu Leu Ala Asp Cys Cys Thr Lys Gln Glu
1040 1045 1050
Pro Glu Arg Asn Glu Cys Phe Leu Gln His Lys Asp Asp Asn Pro
1055 1060 1065
Ser Leu Pro Pro Phe Glu Arg Pro Glu Ala Glu Ala Met Cys Thr
1070 1075 1080
Ser Phe Lys Glu Asn Pro Thr Thr Phe Met Gly His Tyr Leu His
1085 1090 1095
Glu Val Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro Glu Leu Leu
1100 1105 1110

Tyr Tyr Ala Glu Gln Tyr Asn Glu Ile Leu Thr Gln Cys Cys Ala
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[0453]

[0454]
[0455]

Glu
Lys
Ser
Val
Ile
Cys
Ala
Gln
Ser
Ala

Glu

Lys
Pro
Val
Glu
Tyr
Ala
Pro
Ile
Glu
Pro
Glu
Leu
Glu
Thr
Ala

Val

1115
Ala
1130
Glu
1145
Ser
1160
Ala
1175
Thr
1190
His
1205
Lys
1220
Thr
1235
Glu
1250
Ala
1265
Ala
1280
Arg
1295
Lys
1310
Pro
1325
Glu
1340
Lys
1355
Thr
1370
Ala
1.385
Glu
1400
Leu
1415
His
1430
Cys
1445
Phe
1460
Pro
1475
Leu
1490
Val
18 05
Ala
1520
Thr

1535

Asp

Lys

Arg
Lys
Gly
Tyr
Cys
Val
Asp
Lys
His
Tyr
Ala
Glu
Leu
Gln
Arg
Asp
Asn
Val
Phe
Lys
Glu
Val
Met
Asp

Arg

Lys
Ala
Gln
Leu
Leu
Asp
Met
Cys
Glu
Phe
Asp
Pro
Glu
Cys
Pro
Gly
Lys
Asn
Gln
Arg
Thr
Ser
Ala
Lys
Lys
Asp
Lys

Cys

Glu
Leu
Lys
Ser
Ala
Leu
Cys
Asp
His
val
val
Asp
Ala
Tyr
Lys
Glu
Ala
Leu
Arg
Val
Lys
Ala
Glu
Glu
His
Asp
Asp

Lys

Ser
Val
Phe
Gln
Thr
Leu
Glu
Lys
Asp
Glu
Phe
Tyr
Thr
Gly
Asn
Tyr
Pro
Gly
Leu
Cys
Cys
Leu
Thr
Lys
Lys
Phe
Thr

Asp

1120
Cys
1135
Ser
1150
Gly
1165
Thr
1180
Asp
1195
Glu
1210
Asn
1225
Pro
1240
Thr
1255
Asp
1270
Leu
1289
Ser
1300
Leu
1315
Thr
1330
Leu
1345
Gly
1360
Gln
1375
Arg
1390
Pro
1405
Leu
1420
Cys
1435
Thr
1450
Phe
1465
Gln
1480
Pro
1495
Ala
1510
Cys
1585
Ala

1540

Leu
Ser
Glu
Phe
Leu
Cys

Gln

Gln
Gly
Val
Glu
Val
Val
Phe
Val
Val
Cys
Leu
Ser
Val
ThHE
Ile
Lys
Gln
Phe

Leu

Thr
Val
Arg
Pro
TH
Ala
Ala
Leu
Pro

Glu

Ser
Lys
Leu
Lys
Gln
Ser
Gly
vVal
His
Gly
Asp
Phe
Lys
Ala
Phe
Ser

Ala

Pro
Arg
Ala
Asn
Lys

Asp

Lys
Ala
Vval
Phe
Leu
Cys
Ala
Thr
Asn
Thr
Thr
Glu
Glu
Ser
Glu
His
Lys
Thr
Leu

Thr

Lys
Gln
Phe
Ala
Val
Asp
Ile
Lys
Asp
Cys
Leu
Leu
Cys
Glu
Asn
Ala
Pro
Lys
Asp
Lys
Leu
Thr
Ser
Gln
Ala
Asp

Glu

1125
Leu
1140
Arg
1155
Lys
1170
Asp
1185
Asn
1200
Arg
1215
Ser
1230
Ala
1245
Leu
1260
Lys
1275
Tyr
1290
Leu
1305
Ala
1320
Phe
1335
Cys
1351
Ile
1365
Thr
1380
Cys
1395
Tyr
1410
Thr
1425
Val
1440
Tyr
1455
Asp
1470
Thr
1485
Glu
1500
Thr
1515
Gly
1530

Asp
Met
Ala
Phe
Lys
Ala
Ser
His
Pro
Asn

Glu

Glu
Gln
Asp
Leu
Leu
Cys
Leu
Pro
Glu
Val
Ila
Ala
Gln
Cys

Pro

Gly
Lys
Trp
Ala
Glu
Glu
Lys
Cys
Ala
Tyr
Tyr
Leu
Ala
Pro
Leu
Val
Val
Thr
Ser
Val
Arg
Pro
Cys
Leu
Leu
Cys

Asn

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

Leu

BRI AT T IR A1 XU RIZL  NPP3 T a6 A 45 T s sk = 5 5 JIKFP 51 AL i D7) 1)
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A AR R R HER AP 5
[0456]  SEQ.ID NO:32-ENPP121GLK%E A% H 15 5 5
Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu

Gly
1 5 10 15
Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg
Gly
20 25 30
Arg Ser His Ala Rla Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala
Ser
35 40 45
[0457] Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala
Ala
50 55 60
Arg Ala Arg Thr Rla Lys Asp Pro Asn Thr Tyr Lys Ile Ile Ser
Leu
65 70 75 80
Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr Ala
Gly

85 a0 95
Leu Lys

[0458]  SEQ.ID NO:33- 4K /55
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

Met
1 5 10 15
Lys Trp Val Thr Phe Leu Leu Leu Leu Phe Val Ser Gly Ser Ala
Phe
20 25 30
Ser Arg Gly Val Phe Arg Arg Glu Ala His Lys Ser Glu Ile Ala
His
35 40 45
Arg Tyr Asn Asp Leu Gly Glu Gln His Phe Lys Gly Leu Val Leu
[0459] Ile
50 95 60
Ala Phe Ser Gln Tyr Leu Gln Lys Cys Ser Tyr Asp Glu His Ala
Lys
65 70 T 80
Leu Val Gln Glu Val Thr Asp Phe Ala Lys Thr Cys Val Ala Asp
Glu
85 90 95
Ser Ala Ala Asn Cys Asp Lys Ser Leu His Thr Leu Phe Gly Asp
Lys

100 105 110
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Leu Cys Ala Ile Pro Asn Leu Arg Glu Asn Tyr Gly Glu Leu Ala

Asp
115 120 128
Cys Cys Thr Lys Gln Glu Prc Glu Arg Asn Glu Cys Phe Leu Gln
His
130 135 140
Lys Asp Asp Asn Pro Ser Leu Pro Pro Phe Glu Arg Pro Glu Ala
Glu
145 150 155
160
Ala Met Cys Thr Ser Phe Lys Glu Asn Pro Thr Thr Phe Met Gly
His
165 170 175
Tyr Leu His Glu Val Ala Arg Arg His Pro Tyr Phe Tyr Ala Pro
Glu
180 185 190
Leu Leu Tyr Tyr Ala Glu Gln Tyr Asn Glu Ile Leu Thr Gln Cys
Cys
198 200 205
Ala Glu Ala Asp Lys Glu Ser Cys Leu Thr Pro Lys Leu Asp Gly
Val
210 215 220
Lys Glu Lys Ala Leu Val Ser Ser Val Arg Gln Arg Met Lys Cys
Ser
225 230 235
240
Ser Met Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala Val
RAla
[0460] 245 250 255
Arg Leu Ser Gln Thr Phe Pro Asn Ala Asp Phe Ala Glu Ile Thr
Lys
260 265 270
Leu Ala Thr Asp Leu Thr Lys Val Asn Lys Glu Cys Cys His Gly
Asp
275 280 285
Leu Leu Glu Cys Ala Asp Asp Arg Ala Glu Leu Ala Lys Tyr Met
Cys
290 295 300
Glu Asn Gln Ala Thr Ile Ser Ser Lys Leu Gln Thr Cys Cys Asp
Lys
305 310 315
320
Pro Leu Leu Lys Lys Ala His Cys Leu Ser Glu Val Glu His Asp
Thr
325 330 335
Met Pro Ala Asp Leu Pro Ala Ile Ala Ala Asp Phe Val Glu Asp
Gln
340 345 350
Glu Val Cys Lys Asn Tyr Ala Glu Ala Lys Asp Val Phe Leu Gly
Thr
355 360 365
Phe Leu Tyr Glu Tyr Ser Arg Arg His Pro Asp Tyr Ser Val Ser
Leu
370 375 380
Leu Leu Arg Leu Ala Lys Lys Tyr Glu Ala Thr Leu Glu Lys Cys
Cys
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385 390 385
400
Ala Glu Ala Asn Pro Pro Ala Cys Tyr Gly Thr Val Leu ARla Glu
Phe
405 410 415
Gln Pro Leu Val Glu Glu Pro Lys Asn Leu Val Lys Thr Asn Cys
Asp
420 425 430
Leu Tyr Glu Lys Leu Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu
Val
435 440 445
Arg Tyr Thr Gln Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val
Glu
450 455 460
Ala Ala Arg Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu
BEG
465 470 475
480
Glu Asp Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala Ile
Leu
485 490 495
Asn Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu His
[0461] Val
500 505 510
Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg Pro Cys Phe
Ser
515 520 525
Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Lys Ala
Glu
530 525 540
Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro Glu Lys Glu
Lys
545 550 555
560
Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu Val Lys His Lys
PG
565 570 575
Lys Ala Thr Ala Glu Gln Leu Lys Thr Val Met Asp Asp Phe Ala
Gln
580 585 290
Phe Leu Asp Thr Cys Cys Lys Ala Ala Asp Lys Asp Thr Cys Phe
Ser
595 600 €05
Thr Glu Gly Pro Asn Leu Val Thr Arg Cys Lys Asp Ala Leu Ala
610 615 620

[0462]  SEQ.ID NO:34- AIgG Fe4itiak, Fe
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

Gly
[0463] i 5} 10 1.5
Gly Pro Ser Val Phe Leu Phe Pro Preo Lys Pro Lys Asp Thr Leu
Met

20 25 30

129



CN 116406281 A

i

B B

121/156

[0464]

[0465]

[0466]

Ser Arg Thr Pro Glu Val Thr Cys Val

356
Asp Pro Glu Val Lys

50
Asn Ala Lys Thr Lys

70
Val Val Ser Val Leu

85
Glu Tyr Lys Cys Lys

100
Lys Thr Ile Ser Lys

11
Thr Leu Pro Pro Ser

130
Thr Cys Leu Val Lys

150
Glu Ser Asn Gly Gln

165
Leu Asp Ser Asp Gly

180
Lys Ser Arg Trp Gln

195
Glu Ala Leu His Asn

210
Gly Lys

:35-HE A

Ile
His

Glu
Val

His
TyE

65

Arg
Gly

Lys
Ile

Glu
Val

Tyx
Ser

Leu
Glu

145
160

L)
Pro

Val
Val

Asp
Met

His
Ser

Pro

S
SEQ.ID NO

Met
Ala

1

Phe
Ala

His
Leu

Ile
Ala

40

Phe Asn Trp Tyr

S15]

Pro Arg Glu Glu

Thr Val Leu His

90

Val Ser Asn Lys

105
Ala Lys Gly Gln

120

Arg Glu Glu Met

135

Gly Phe Tyr Pro

Pro Glu Asn Asn

170

Ser Phe Phe Leu

185
Gln Gly Asn Val

200

His Tyr Thr Gln

215

Lys Trp Val Thr Phe Leu Leu

5

Ser Arg Gly Val Phe Arg Arg

20

Arg Tyr Asn Asp Leu Gly Glu

35

40

Ala Phe Ser Gln Tyr Leu Gln

50

55

130

Leu Leu Phe

10

Glu Ala His

25

Gln His Phe

Lys Cys Ser

Val

Val

Gln

75

Gln

Ala

Pro

Thr

Ser
155

Ty

TyE

Phe

Lys

Val

Asp

60

Tyr

Asp

Leu

Arg

Lys

140
Bsp

Lys

sSer

Ser

Ser

220

Val

Lys

Lys

Ty

BAsp

45

Gly

Asn

TR

Pro

Glu

1295

Asn

Tle

Thr

Lys

Cys

205
Leu

Val Ser

Val Glu

Ser Thr

80
Leu Asn

95
Ala Pro

1.4

Pro Gln

Gln Val

Ala Val

Thr Pro

178
Leu Thr

190
Ser Val

Ser Leu

Ser Gly Ser

13

Ser Glu Ile

30

Gly Leu Val

45

60

Asp Glu His
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Lys Leu Val Gln Glu Val Thr Asp Phe Ala Lys Thr Cys Val Ala

Asp
65 70 78 80
Glu Ser Ala RAla Asn Cys Asp Lys Ser Leu His Thr Leu Phe Gly
Asp
85 90 a5
Lys Leu Cys Ala Ile Pro Asn Leu Arg Glu Asn Tyr Gly Glu Leu
Ala
100 105 110
Asp Cys Cys Thr Lys Gln Glu Pro Glu Arg Asn Glu Cys Phe Leu
Gln
115 120 125
His Lys Asp Asp Asn Pro Ser Leu Pro Pro Phe Glu Arg Pro Glu
Ala
130 135 140
Glu Ala Met Cys Thr Ser Phe Lys Glu Asn Pro Thr Thr Phe Met
Gly
145 150 158
160
His Tyr Leu His Glu Val ARla RArg Arg His Pro Tyr Phe Tyr Ala
BEe
165 170 175
Glu Leu Leu Tyr Tyr Ala Glu Gln Tyr Asn Glu Ile Leu Thr Gln
Cys
180 185 190
Cys Ala Glu Ala Asp Lys Glu Ser Cys Leu Thr Pro Lys Leu Asp
Gly
198 200 205
[0467] Val Lys Glu Lys Ala Leu Val Ser Ser Val Arg Gln Arg Met Lys
Cys
210 215 220
Ser Ser Met Gln Lys Phe Gly Glu Arg Ala Phe Lys Ala Trp Ala
Val
2 A5 230 ZB5
240
Ala Arg Leu Ser Gln Thr Phe Pro Asn Ala Asp Phe Ala Glu Ile
Thr
245 250 255
Lys Leu Ala Thr Asp Leu Thr Lys Val Asn Lys Glu Cys Cys His
Gly
260 265 270
Asp Leu Leu Glu Cys Ala Asp Asp Arg Ala Glu Leu Ala Lys Tyr
Met
2 280 285
Cys Glu Asn Gln ARla Thr Ile Ser Ser Lys Leu Gln Thr Cys Cys
Asp
2 8 285 300
Lys Pro Leu Leu Lys Lys Ala His Cys Leu Ser Glu Val Glu His
Asp
305 310 315
220
Thr Met Pro Ala Asp Leu Pro Ala Ile Ala Ala Asp Phe Val Glu
Asp
325 330 335
Gln Glu Val Cys Lys Asn Tyr Ala Glu Ala Lys Asp Val Phe Leu
Gly
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340 345 350
Thr Phe Leu Tyr Glu Tyr Ser Arg Arg His Pro Asp Tyr Ser Val
Ser
355 360 3e5
Leu Leu Leu Arg Leu Ala Lys Lys Tyr Glu Ala Thr Leu Glu Lys
Cys
370 378 380
Cys Ala Glu Ala Asn Pro Pro Ala Cys Tyr Gly Thr Val Leu Ala
Glu
385 390 395
400
Phe Gln Pro Leu Val Glu Glu Pro Lys Asn Leu Val Lys Thr Asn
Cys
405 410 415
Asp Leu Tyr Glu Lys Leu Gly Glu Tyr Gly Phe Gln Asn Ala Ile
Leu
420 425 430
Val Arg Tyr Thr Gln Lys Ala Pro Gln Val Ser Thr Pro Thr Leu
Val
435 440 445
Glu Ala Ala Arg Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr
Leu
450 455 460
Pro Glu Asp Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala
Ile
465 470 475
[o468] “°° .
Leu Asn Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu
His
485 490 495
Val Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg Pro Cys
Phe
500 505 510
Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Lys
Ala
515 520 528
Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro Glu Lys
Glu
530 535 540
Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu Val Lys His
Lys
545 550 515 13)
560
Pro Lys Ala Thr Ala Glu Gln Leu Lys Thr Val Met Asp Asp Phe
Ala
565 570 575
Gln Phe Leu Asp Thr Cys Cys Lys RAla Ala Asp Lys Asp Thr Cys
Phe
580 585 590
Ser Thr Glu Gly Pro Asn Leu Val Thr Arg Cys Lys Asp Ala Leu
Ala
595 600 605
Arg Ser Trp Ser His Pro Gln Phe Glu Lys
610 615

[0469]  SEQ.ID NO:36-ENPP2{5 5 Ik
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[0470]

[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

[0480]

[0481]

[0482]

[0483]
[0484]

Leu Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly

1

5 10 15

Phe Thr Ala

SEQ.ID NO:37-15 5 /¥ 41/ENPP7
Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu
Leu
1 D 10 13
Ala Pro Gly Ala
20
SEQ.ID NO:38-15 5 /¥ #IENPP7
Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu
Leu
1 5 10 15
Ala Pro Gly Ala Gly Ala
20
SEQ.ID NO:39-{5 5 FF4IENPP1-2-1
Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu
Gly
1 5 10 15
Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg
Gly
20 25 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala
Ser
35 40 45
Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala
Ala
50 55 60
Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr Lys Ile Ile Ser
Leu
65 70 75 80
Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr Ala
85 20 95
SEQ.ID NO:40-exENPP3
Leu Leu Val Ile Met Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu
Arg
1 5 10 15
Lys
SEQ.ID NO:41-15 5 ¥ #IENPP5:
Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu
Ser
1 5} 10 15
Leu Ser Thr Thr Phe Ser
20
SEQ ID NO:42-{5'5/P%- R AE

Met Thr Arg Leu Thr Val Leu Ala Leu Leu Ala Gly Leu Leu Ala

Ser

Ser Arg Ala

SEQ.ID NO:

43-F%3k

Asp Ser Ser
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[0485]

[0486]
[0487]

[0488]
[0489]

[0490]
[0491]

[0492]
[0493]

[0494]

[0495]

[0496]

[0497]

[0498]

[0499]

[0500]

[0501]

[0502]

[0503]
[0504]
[0505]
[0506]
[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

[0513]

SEQ.TD NO:44-¥:3k

Glu Ser Ser
SEQ.ID NO:45-2:k

Arg Gln Gln
SEQ.ID NO:46-$23k

Lys Arg
SEQ.ID NO:47-f::k

(Arg)m # m=0-15
SEQ.TD NO:48-:3k

Asp Ser Ser Ser Glu Glu Lys Phe Leu Arg Arg Ile Gly Arg Phe

Gly
SEQ.ID NO:49-$%3L

Glu Glu Glu Glu

1
SEQ.ID NO:50-3%3k

RARla Pro Trp His

1
SEQ.ID NO:51-3%3k

Ser Thr Leu Pro

1
SEQ.ID NO:52-3%3k

Val Thr Lys His

1
SEQ.ID NO:53-3%3k

(Glu)p; m=1-15
SEQ.ID NO:54-3%3k

Leu Ile Asn
SEQ.ID NO:55- %3k

Gly Gly Ser Gly

1
SEQ.ID NO:56-3%3k

Arg Ser Gly Ser

1
SEQ.ID NO:57-3%3k

(Asp)m; m=1-15

1
SEQ.ID NO:58-3%3k

Glu Glu Glu Pro Arg

5

Leu Ser Ser Gln Tyr

5

Ile Pro His

5

Glu Phe

Leu Asn Gln Ile Ser

5

Gly Ser

Gly Gly Ser

5

134

Gly Asp Thr

10

Ser Arg Thr

10

Ser Arg Glu

10

Gln Ser Tyr

10
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[0514]

[0515]

[0516]

[0517]

[0518]

[0519]

[0520]

[0521]

[0522]

[0523]

[0524]

[0525]

[0526]

[0527]

[0528]

[0529]

[0530]

[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

Leu Val Ile Met Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg

Lys

1
SEQ.ID NO:59-4%:3k

Val Ile Met Ser

1
SEQ.ID NO:60-4%:3k

Ile Met Ser Leu

1.
SEQ.ID NO:61-4%:3k

Met Ser Leu Gly

1
SEQ.ID NO:62-4%:3k

Ser Leu Gly Leu

1
SEQ.ID NO:63-4%:3k

Leu Gly Leu Gly

1
SEQ.ID NO:64-4%:3k

Gly Leu Gly Leu

1
SEQ.ID NO:65-4%:3k

Leu Gly Leu Gly

1
SEQ.ID NO:66-4%:3k

Gly Leu Gly Leu

1
SEQ.ID NO:67-4%:3k

Leu Gly Leu Gly

1
SEQ.ID NO:68-4%:3k

Gly Leu Gly Leu

1
SEQ.ID NO:69-4%:3k

Leu Gly Leu Arg

1

Leu

3

Gly

Leu

5

Gly

Leu

Gly

Leu

Gly

Leu

5

Arg

Lys

Gly

Leu

Gly

Leu

Gly

Leu

Gly

Leu

Arg

Lys

Leu

Gly

Leu

Gly

Leu

Gly

Leu

Arg

Lys

Gly Leu

Leu

Gly

Gly Leu

Leu

Gly

Leu

Gly

Leu

Arg

Lys

Lys

135

10 15

Gly Leu Gly Leu Arg Lys

10 18

Leu Gly Leu Arg Lys

10

Gly Leu Arg Lys

10

Leu Arg Lys

10

Arg Lys

10

Lys

10
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[0537]

[0538]

[0539]

[0540]

[0541]

[0542]

[0543]

[0544]

[0545]

[0546]
[0547]

[0548]
[0549]

[0550]

SEQ.ID NO:70-$%3L

Gly Leu Arg Lys

el
SEQ.ID NO:71-#:3k

Leu Arg Lys

1
SEQ.ID NO:72-#:3kL

Arg Lys

1
SEQ.ID NO:73-#:3k

(Lys)m; m=0-15

1
SEQ.ID NO:74-#:3k

Dy m=1-15
SEQ.ID NO:75-$%3L

(GGGGS)]“ I}:l_ 10

SEQ.ID NO:

76-ENPP3#Z IR 7 7

atggaatcta
tataaaatag
ctggggettyg
gcatcattta
tgctgetggg
tttegttgtg
cagaggaaag
gaagaaaact
gttatcttgt
atgccaaata
tatcctacca
catggcatea
tcaaaggaac
tatcaaggtt

toctttoctt

cgttgacttt
cttgcattgt
gactcaggaa
gaggactgga
attttgaaga
gagagaccag
attgctgtge
gtgacacagc
tttctatgga
tcaataaact
aaaccttccc
ttgacaataa
aaaataatcc
taaaageccgc

ccatatacat

agcaacggaa
tcttecttget
actggaaaag
gaactgccgg
cacctgtgtyg
attagaggcc
tgactataag
ccagcagtct
tggatttaga
gaaaacatgt
aaatcattac
tatgtatgat
agcctggtgg
tacctacttt

gccttacaac

caacctgtta
ttgctggtga
caaggcaget
tgtgatgtgg
gaatcaactc
agcctttgcet
agtgtttgcecc
cagtgcccag
gctgaatatt
ggaattcatt
accattgtca
gtaaatctca
catgggcaac
tggcccggat

ggaagtgtcc

136

agaagaacac
tcatgtcact
gcaggaagaa
catgtaaaga
gaatatggat
cttgttcaga
aaggagaaac
aagggtttga
tatacacatg
caaaatacat
cgggcttgta
acaagaattt
caatgtggct
cagaagtgge

catttgaaga

tcttaagaaa
tggattaggc
gtgctttgat
ccgaggtgat
gtgcaataaa
tgactgtttg
ctcatggcty
cctgocaceca
ggatacttta
gagagctatg
tccagagtca
ttcactttet
gacagcaatg
tataaatgge

gaggatttct

300

360

420

480

540

600

660

720

780

840

00
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[0551]

[0552]

acactgttaa
tttgaagaac
geccttacagg
ttgcacaact
aacaagatgg
gggcctgoeoce
gaggaaattg
actcctgatt
ctctttgtgg
ggcaaccatg
cccagtttta
atgtgtgatc
catcttctga
gtttgtggcect
caaaatagta
acagcaacag
gaccactgte
cccatgtgga

gtcoccagact

ttctatttag
acatcagata
ttcagaaaaa
aatggagtaa
gctccagatg
tttgtggtge
ctggatgtcc
ggtaaaccag
gatgtagaac

attttgcaac

SEQ. ID NO

aatggctgga
ctgatteete
tagtagatca
gtgtcaatat
aatacatgac
cccgeatcog
ttagaaacct
tgccaaagcg
atcaacagtyg
gttataacaa
aagagaagac
ttctacgcat
aggtgccttt
ttgctaatcc
ctcagectgga
tgaaagtaaa
tcctttacca

gttcatacac

gtctgcggge

cagacaagaa
gccaatatga
tgtgggacta
atgtggttag
aaattaccaa
tgaccagttg
taccctttat
aagctctttyg
ttctecactgg

taaagacata

cctgeocecaaa
tggacatgca
tgcttttggg
catccttctg
tgattatttt
agctcataat
cagttgccga
actgcactat
gctggetgtt
tgagtttagg
tgaagttgaa
tcaaccagca
ttatgagecca
attgcccaca
acaagtgaat
tttgccattt
cagggaatat
agtcccccag

tgatgtcagg

tatcacccac
tgctttaatt
cttccacagt
tggaccaata
acatttagcc
taaaaacaag
catcectcac
ggttgaagaa
gcttgactte

tttaccaaca

:TT-ENPPIEZHRJF ¥«

gctgaaagac
ggtggaccag
atgttgatgg
gctgaccatg
cccagaataa
atacctcatg
aaacctgatc
gocaagaacg
aggagtaaat
agcatggagg
ccatttgaaa
ccaaacaatg
tcccatgecag
gagtctcttg
cagatgctaa
gggaggccta
gtcagtggat
ttgggagaca

gttceteett

ggcttectet
actagcaatt
gttcttctta
tttgattata
aacactgatg
agccacacac
cgacctacca
agatttacag
tatcaggata

tttgaaacca

137

ccaggtttta
tcagtgccag
aaggectgaa
gaatggacca
acttettcta
acttttttag
agcatttcaa
tcagaatcga
caaatacaaa
ctatctttect
atattgaagt
gaacccatgg
aggaggtgte
actgtttctg
atctcaccca
gggtactgca
ttggaaaage
catcgeetct

ctgagagcca

atcctectge
tggtacctat
taaaacatge
attatgatgg
tteecatoee
cggaaaactg
acgtggagag
ctcacattge
aagtgcagcc

ctatt

taccatgtat
agtaattaaa
gcageoggaat
gacttattgt
catgtacgaa
ttttaattct
gecectatttyg
caaagttcat
ttgtggagga
ggcacatgga
ctataaccta
tagtttaaac
aaagttttct
ccctcaccta
agaagaaata
gaagaacgtg
tatgaggatg
gccteococcact

aaaatgttcc

cagcaataga
gtatgaagaa
cacagaaaga
ccattttgat
aacacactac
ccctgggtygy
ctgtcctgaa
ccgggtecgt

tgtctctgaa

960

1020

1080

1140

1380

1440

1500

1560

1620

1680

1740

1800

1860

1980

2040

2100

2160

2220

2280

2340

2400

2460

2520

2580

2625
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[0553]

atggaacggg
agagaaggac

ggcgatecte

gaaaaggccqg
gtgctgtceg
tgcgccaaag
agatgcgacy
atcgagcccyg
agatccctgt
agcagcgtgt
cececcagtgec
cgggccgagt
tgcggecacet
tactccateq
gaccccaaga
tataagggeg
ttttggceccyg
aacggcageg
aaggatgagc
agctacggec

ggaatgctga

acggctgtge
ctgccggeaa

aggctgctge

ccagagccag
tgtgegtget
aagtgaagtc
ccgectgtgt
agcacatctg
gtgcctgeag
gccagggcga
ctgceggett
acctgcacac
acaccaagaa
tgaceggect
tgaacgccag
agccecatctg
gcagcgacgt
tgccecttega
ggccccactt
ctgtgtccag

tggacggcct

cggcggagga
cggcagagac

ttctetgety

aaccgccaag
gaccaccatc
ctgcaagggc
ggaactgggce
gacctgcaac
cgacgactge
gaagtcctgg
cgagacacc

atggggaggc
catgeggece
gtacceccgag
cttcagecctg
ggtcaccgee
ggaaatcaac
ggaacggatc
ctacaccctg
cgaagtgatc

gaaagagctg

tcaagaggcyg
agaggcagat

gcoccccatgg

gaccccaaca
ctgggctgca
cggtgcttcg
aactgctgee
aagttcagat
aaggacaagg
gtggaagaac
cctaccctge
ctgctgcccg
gtgtacccca
agccacggca
aagtccaaag
aagtaccagg
ggcatcttcc
ctggctgtge
tacctggaag
aaggccctge

aacctgcaca

138

gagaaggcgg

ctcatgcecgce

atgtgggcga

cctacaaggt
tctteggect
agcggacctt
tggactacca
gcggcgagaa
gcgactgctg
cctgcgagag
tgttcagect
tgatcagcaa
ccaagacctt
tcatcgacaa
agaagttcaa
gcctgaaaag
ccgacatcta
tgcagtggcet
aacctgacag
agcgggtgga

gatgcctgaa

cagagcccet
cgaagcccct

ggaacctctg

gctgagecctg
gaagcccage
cggcaactge
ggaaacctgc
gcggoctgace
catcaactac
catcaacgag
ggacggcettt
gctgaagaag
ccccaaccac
caagatgtac
ccccgagtygg
cggcacatte
taagatgtac
gcagctgece
cagcggccac
cggcatggty

cctgatcctg

&0

120

180

240

300

360

480

540

600

660

720

780

840

00

960

1020

1080

1140
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[0554]

[0555]

atcagcgace
ctgggcgacg
gacgtgcecg
agagagccca
ttegecaaga
gccctgaate
ttcagcaaca
gccgacacct
cctgececeea
acccctaagc
agagacaace
cagttcaacc
agaccecggg
agcggctact
gacagecttet
agcccegtge
agcccteoceeo
aacatcgtge
ctgcggaagt
tteogactacy
cggaaccagg
accagcoccaga
cggaccgaca
ctgctgatge
taccagcagc

ttcagccagg

SEQ ID NO:78-

acggcatgga
tgaagaacat
acaagtacta
accagcactt
gcgacagaat
ccagcgagag
tgcaggccct
tcgagaacat
acaatggcac
accccaaaga
tgggctgtag
tgaccgtgge
tgctgcagaa
cccaggacat
ccaccgagga
acaagtgcag
agctgaacaa
ccatgtacca
acgccgaaga
acggecagatg
aaattctgat
cceocectgea
acagcgagag
tgcaccggge
ggaaagaacc

aagat

acagggatcce
caaagtgatc
cagcttecaac
caagccctac
cgagccectyg
aaagtactgce
gttcgtggge
cgaggtgtac
ccacggcage
ggtgcaccece
ctgcaacccee
cgaggaaaag
agagaacacc
cctgatgeccec
tttcagcaac

cttctacaag

gaacagctec
gagcttccaa
acggaacggc
tgacagcctg
ccctacceac
ctgcgagaac
ctgtgtgcac
cagaatcacc

cgtgtcecgat

tgcaagaagt
tacggcccag
tacgagggaa
ctgaagcact
accttctacce
ggcagcggct
tacggacccg
aatctgatgt
ctgaaccatce
ctggtgcagt
agcatcctge
atcatcaagc
atctgectge
ctgtggacca
tgcctgtace
aacaacacca
ggcatctaca
gtgatctgge
gtgaacgtgg
gaaaatctge
ttctttatecg
ctggatacce
ggcaagcacg
gatgtggaac

atcctgaagce

=X -ENPP1-FCE T R 7 41|
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acatctacct
ccgccagact
tcgcoecggaa
tcctgeccaa
tggaccecea
tccacggctce
gctttaagea
gcgacctgcet
tgctgaagaa
gcceccttcac
ccatcgagga
acgagacact
tgagccagea
gctacaccgt
aggattteccg
aggtgtccta
gcgaggccect
ggtacttcca
tgtceggcece
ggcagaaaaq
tgctgacaag
tggcecttecat
acagctcttg
acatcaccgg

tgaaaaccca

gaacaagtac
gaggcctage
cctgagetge
gcggctgceac
gtggcagctyg
cgacaacgtg
cggcategag
gaatctgacc
ccecgtgtac
cagaaacccc
cttccagace
gcecctacgge
ccagttecatyg
ggaccggaac
gatccecectyg
cggcttecetg
gctgactacc
cgacaccctyg
agtgttcgac
aagagtgatc
ctgcaaggat
cctgectceac
ggtggaagaa
cctgagettt

tctgcccacce

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2580

2640

2700

2760

2775
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[0556]

[0557]
[0558]

ggtaccgccaccatgacaagactgacagtgctggctctgctggccggactgttggcctcttctagage
tgetccttectgecgeccaaagaagtgaagtectgecaagggcagatgcttegageggacctteggeaact
gtagatgtgacgccgcttgegtggaactgggcaactgctgectggactaccaagagacatgecatcgag
cccgagcacatctggacctgcaacaagttcagatgecggcgagaagecggctgaccagatctetgtgege
ctgctctgacgactgcaaggacaagggcgactgctgcatcaactactecctctgtgtgeccagggegaga
agtcctgggttgaagaaccctgcgagtccatcaacgagcecctcagtgtecctgececggettcgagacacct
cctactctgcectgttcteccctggatggecttcagagecgagtacctgecatacttggggaggectgetgec
agtgatctccaagctgaagaagtgcggcacctacaccaagaacatgaggcctgtgtaccctaccaaga
cattccccaaccactactccatcgtgaccggectgtatcctgagageccacggcatecatcgacaacaag
atgtacgaccccaagatgaacgccteccttcagecctgaagtccaaagagaagttcaaccccgagtggta
taagggcgagcctatctgggtcaccgctaagtaccagggactgaagtctggecaccttettttggectg
gctccgacgtggaaatcaacggcatcttccccgacatctataagatgtacaacggcteccgtgecttte
gaggaacgcattctggctgttctgcagtggctgecagectgectaaggatgagaggectcacttctacac
cctgtacctggaagaacctgactcctccggeccactcttatggecctgtgtectctgaagtgatcaagg
ccctgecagecgagtggacggaatggtcggaatgctgatggacggecctgaaagagectgaacctgecacaga
tgcctgaacctgatcctgatcteccgaccacggcatggaacaggggagctgcaagaagtacatctacct
gaacaagtacctgggcgacgtgaagaacatcaaagtgatctacggcccageccgeccagactgaggectt
ctgatgtgcctgacaagtactactccttcaactacgagggaatcgccecggaacctgtecctgecagagag
cctaaccagcacttcaagccctacctgaagcactttetgectaageggectgcacttegecaagtetga
cagaatcgagcccctgaccttctatctggaccctcagtggcagectggecctgaatectagegagagaa
agtactgtggctccggecttccacggectcecgacaacgtgttctectaatatgecaggececctgttegtegge
tacggccctggcectttaaacacggcatcgaggccgacaccttcgagaacatcgaggtgtacaatctgat
gtgtgacctgctgaatctgacccctgctcctaacaacggcacccacggatctcectgaaccatctgectga
agaatcccgtgtacacccctaagcaccccaaagaggttcaccctcectggtccagtgtcctttcaccaga
aatcctcgggacaacctgggctgctecttgcaacccttctatcctgectatcgaggactttcagaccca
gttcaacctgaccgtggccgaggaaaagatcatcaagcacgagacactgccctacggcagacctagag
tgctgcagaaagagaacaccatctgectgctgtecccagecaccagttcatgteccggectactececcaggac
atcctgatgcctctgtggacctecctacaccgtggaccggaacgatagettctecaccgaggacttecag
caactgcctgtaccaggatttcagaatccctctgagecccgtgcacaagtgecagettctacaagaaca
acaccaaggtgtcctacggcttcctgtctectccacagectgaacaagaactccageggecatctactet
gaggccctgctgaccaccaacatcgtgcccatgtaccagtcctteccaagtgatectggeggtacttceea
cgacaccctgctgaggaagtacgccgaagaaagaaacggcgtgaacgtggtgtctggececegtgtteg
acttcgactacgacggcagatgcgactctctggaaaacctgcggcagaaaagacgagtgatceccggaat
caagagatcctgattcctacacacttctttatcgtgectgaccagectgcaaggatacctctcagacccc
tctgcactgcgagaatctggacaccctggccttcattctgectcacagaaccgacaactccgagtect
gtgtgcacggcaagcacgactcctcttgggtcgaagaactgctgatgctgcaccgggeccagaatcacc

gatgtggaacacatcaccggcctgagcttctaccagcagecggaaagaacctgtgtccgatatectgaa
gctgaaaacccatctgccaaccttcagccaagaggacctgatcaacgacaagacccacacctgtecte
catgtcctgctccagaactgctecggaggcecectectgtgttectgttteccacctaageccaaaggacaca
ctgatgatctctcggacccecctgaagtgacctgegtggtggtggatgtgtctcacgaagatccecgaagt
caagttcaattggtacgtggacggcgtggaagtgcacaacgccaagaccaagcctagagaggaacagt
acaactccacctacagagtggtgtccgtgctgactgtgectgcaccaggattggctgaacggcaaagag
tacaagtgcaaagtgtccaacaaggctctgcccgectecctatcgaaaagaccatctccaaggectaaggg
ccagcctcgggaacctcaggtttacaccctgecteccatctcgggaagagatgaccaagaaccaggtgt
ccctgacctgcecctggtcaagggcttctaceccttcocecgatatcgeccgtggaatgggagteccaatggecag
cctgagaacaactacaagacaacccctecctgtgectggacagcgacggctcattcecttectgtactctaa
gctgacagtggacaagtcccggtggcagcaaggcaatgtgttttecctgectctgtgatgcacgaggecce
tccacaatcactacacccagaagtccctgtctctgtccecctggecaaatgatagectcgag

BB - i =i an/ 2 b 65 1 F I =15 S A H IR 751
SEQ ID NO:79- K A4 % -ENPP3-FCIX R T 41
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[0559]
[0560]

atgaccagactgaccgtgctggccctgctggccggcctgectggccagcagcagageccgccaa
gcagggcagctgcagaaagaagtgcttcgacgccagcecttcagaggcctggagaactgcagatgcgacg
tggcctgcaaggacagaggcgactgctgectgggacttcecgaggacacctgegtggagagcaccagaatc
tggatgtgcaacaagttcagatgcggcgagaccagactggaggccagectgtgcagectgcagecgacga
ctgcctgcagagaaaggactgctgecgeccgactacaagagecgtgtgccagggegagaccagctggetgg
aggagaactgcgacaccgcccagcagagccagtgcccecgagggettecgacctgecececececgtgatectg
ttcagcatggacggcttcagagccgagtacctgtacacctgggacaccctgatgcccaacatcaacaa
gctgaagacctgcggcatccacagcaagtacatgagagccatgtaccccaccaagaccttccccaacce
actacaccatcgtgaccggcctgtaccccgagagccacggcatcatcgacaacaacatgtacgacgtg
aacctgaacaagaacttcagcctgagcagcaaggagcagaacaaccccgcctggtggcacggeccagcec
catgaacctgaccgccatgtaccagggcctgaaggccgccacctacttcectggecccggecagecgaggtgg
ccatcaacggcagcttccccagcatctacatgcecctacaacggcagecgtgececcttecgaggagagaate
agcaccctgctgaagtggctggacctgcccaaggccgagagacccagattctacaccatgtacttcega
ggagcccgacagcagcggccacgccggcggeccegtgagegecagagtgatcaaggeccctgeaggtygg
tggaccacgccttcggcatgctgatggagggcctgaagcagagaaacctgcacaactgegtgaacatce
atcctgctggccgaccacggcatggaccagacctactgcaacaagatggagtacatgaccgactactt
ccccagaatcaacttettctacatgtacgagggeccecgeccecccagaatcagagcccacaacatccece
acgacttcttcagcttcaacagcgaggagatcgtgagaaacctgagctgcagaaagcccgaccagcac
ttcaagcecctacctgacceeccgacctgeccaagagactgecactacgeccaagaacgtgagaatcgacaa
ggtgcacctgttcgtggaccagcagtggctggcegtgagaagcaagagcaacaccaactgcggeggcg
gcaaccacggctacaacaacgagttcagaagcatggaggccatcttcctggeccacggececccagette
aaggagaagaccgaggtggagcccttcgagaacatcgaggtgtacaacctgatgtgcgacctgectgag
aatccagcccgcecccccaacaacggcacccacggcagcectgaaccacctgectgaaggtgeecttcetacg
agcccagccacgccgaggaggtgagcaagttcagegtgtgeggettecgecaaccecectgeccaccgag
agcctggactgcttctgccecccacctgcagaacagcacccagectggagcaggtgaaccagatgctgaa
cctgacccaggaggagatcaccgccaccgtgaaggtgaacctgeccectteggecagacccagagtgetge
agaagaacgtggaccactgcctgctgtaccacagagagtacgtgagcggcttcggcaaggccatgaga
atgcccatgtggagcagctacaccgtgcceccagetgggcgacaccagccccecctgeccecccacegtgec
cgactgcctgagagccgacgtgagagtgcecccccagecgagagccagaagtgecagettctacctggecg
acaagaacatcacccacggcttcctgtaccccceccgeccagecaacagaaccagcgacageccagtacgac
gccctgatcaccagcaacctggtgecccatgtacgaggagttcagaaagatgtgggactacttcecacag
cgtgctgctgatcaagcacgccaccgagagaaacggcgtgaacgtggtgagecggeccccatecttegact
acaactacgacggccacttcgacgcccccgacgagatcaccaagecacctggecaacaccgacgtgece
atccccacccactacttcgtggtgctgaccagectgcaagaacaagagccacacccecccgagaactgece
cggctggctggacgtgctgcccttecatcatccececacagacccaccaacgtggagagectgccecgagg
gcaagcccgaggccctgtgggtggaggagagattcacecgecccacatcgecagagtgagagacgtggag

ctgctgaccggectggacttctaccaggacaaggtgcagecccgtgagecgagatcctgecagetgaagac
ctacctgcccaccttcgagaccaccatcgacaagacccacacctgececcecctgccecgecceccgagce
tgctgggecggeccecccagegtgttectgtteccecccaageccaaggacaccctgatgatcagcagaace
cccgaggtgacctgegtggtggtggacgtgageccacgaggaccceccgaggtgaagttcaactggtacgt
ggacggcgtggaggtgcacaacgccaagaccaagcccagagaggagecagtacaacagecacctacagag
tggtgagcgtgctgaccgtgctgecaccaggactggctgaacggcaaggagtacaagtgcaaggtgage
aacaaggccctgcecccgcccccatecgagaagaccatcagcaaggccaagggccagecccagagagcceoca
ggtgtacaccctgccccccagecagagaggagatgaccaagaaccaggtgagecctgacctgectggtga
agggcttctaccccagcgacatcgeccgtggagtgggagagcaacggccagcccgagaacaactacaag
accacccccecccececgtgetggacagcgacggcagettecttectgtacagcaagectgaccgtggacaagag
cagatggcagcagggcaacgtgttcagectgcagegtgatgcacgaggccectgcacaaccactacaccce
agaagagcctgagcctgagcceccggcaag

ENPP 1§l & 22 ik FUENPP3fl & 22 ik 1) v [ F1 R ik

ENPP1E{ENPP1 4 Bk U1US 2015/0359858A1 F fr ik 1l % , AT ik SC ik 3 it 3] F DA %%

R HHANASLENPP 1A 5 7 FL A AN R RGP 45 1 35k ) 240 2 1 PO 25 R B . ) 17 FRENPP LR
BN R AR 1 W] LR ENPP L) 25 5 45 440 35 5 46 D ENPP2 14 15 15 45 #4 J B A5 5 K e
F, AR T AR E X T SOV S ALENPP AT DRI 25 15 7 V0 (0 i A 3R AR B n] LA A

AR B 508 A R 15 5 7 571 LAFE [ ENPP L) i 1 45 A4 35k CASEAT 433 , W BN PR T 8

ERER A MIMRBE SR (IS 5 5 81 o 2 — 2D L, R T AN LA RE 9 IR T A ST 1) 22 Bk, 1
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2 10 AL L FEENPP 1AM 28540 338 () A AT AR v MR 1 22 K

[0561]  ENPP1/2& i ich 44 W %5 12 &5 ) 35 1T A2 4wl 1 o AENPP1 (SEQ ID NO: 1) #4241 picid
ik FH NENPP2 (NCBT % 3%NP 00112433 5, {40, #%F£12-30) Bk H R FEE 575 (SEQ 1D
42) [RIR L (1) S0 45 Ha) 35 125 3 FL S ML IX. (49 4, R 2277 -98) LARIA v VR B A 2R 1T

[0562] 422 AZAMIENPP LY 21 ve B R FEC R ¥ 9-F 1 ISkR2F 2 f5 HA TEVER A BT HI67 A1
K& &Ml pFastbac FITE A I+ HAE R AN St T A RIA , H H AR AP & 3 i an
JERTFTIR (Albright , %5 A ,2012, (Il (Blood) )120:4432-4440; Saunders, %5 A\, 2011, {/E
Wtk 42 & (J.Biol.Chem.) »18:994-1004;Saunders, %5 N, 2008, {7 T SE 7 V2
(Mol.Cancer Ther.))7:3352-3362) fEFIRE 75 58 48 Hh Ak , AT A3 mT 3 14 B 20 2 1 7 i
SR B

[0563]  ENPP31R 22 #h T Hi 240 Bl 2R 11 - o] ¥ 4 ENPP3 2 ik 2 i ik F L B ENPPE R T 2R 2R 1)
RIME 5 T HN A TE IG5 )7 5B ARENPP3 IS 5 /7 Z1 R4 22 11 - ENPP 3l & R4 A 1) LA 5K
B AFFFWO 2017/087936H o 1 ¥ PEENPP 3 #4) f {4 2 3 i 3 F . B ENPPRE IS S5 i A5 5
750, Un{EANBR T-ENPP7 A/ BRENPPS SR fil] % o W 7 P ENPP 344 2 4 2 {7 FH FHENPP 1 FIENPP2 1)
S5 5] CFSCHH A “ENPP1-2-17 8] “ENPP1217) B ZH & #6 B S 5 7 51 il 45 1 o tH mT DA
AT AA] L8 O 018 TR 015 5 5 41 LU [ ENPP3 [ i A/ 45 K3k DAIEAT 2 W, R R FR T G 328
BRER O RINRBE 2R IS 5 5 21 o i3t — 20 1, AR FFAS LR M B A ST I i R s 42
110 A2 3 B0, B B FEENPP 3 L 471 235 A 30 PR A AT Il 1 i A A P ) A o

[0564] 77 B EL st (5 i , ENPP3 22 K A2 R VAP 1Y) o 78 — S Sl fa] vp , A T 1 22 AL 5
Z ENPP 35 Jl55 45 ¥ 35 (I ENPP 3 2 ik o 7E 55 — SETta 451, A A FF 1) 2 KA 5 ENPP3 2 Jik , H
ENPP 315 JI6% 45 ¥4 35k O 4% 22 B - ELAE 53— 22 IR 10 B8 B 25 A 3, 4/ S A B o) 2 S 481, ENPP2
ENPPSERENPPTH R B ARG 57 FIE .

[0565]  #F—Sesjififh] v , A AN TP 2 IR AL G Fedh Myt . 7 B st i) o, A A TP 2
JRALHE B HE 3 S M3 78 e ST 1, B R A A AT T ENPP3 22 K I CR B X o 7E X &
SR, 1gG Fe g ML T-ENPP3 2 IR I CoR i [X. o 78 X & Lt s o, TgG Fe g iikal A
ARSI 7S VAR L BRAR T e R M IE HAgmr 1 ENPP3 2 IR IR 14
[0566] 75t LL ST s v , AR 28 HF 1 22 JIK L FE 51 AZENPP 3 22 K ¥ 1 442 74 (1IAS 5 K, BT IR i
P28 I i 7K A Ak 2 DL A3 BIENPP 3 2 ik o £E B St 451 1, 45 5 ki § FHENPP2 \ENPP5 I
ENPPT M5 5 BRI 4. o 72 S HE St o, 45 5 Bkade B e DU 2H R 44 : SEQ 1D NO: 36-
42,

[0567]  FrHELESLfifs h , TG Fe 4ty 38ak B 8 H 45 #3808 1 2 3k X 5 ENPP3 22 ik ¥ C K ¥
X %49 o 76 H e Soitifs o, 3235 6 FISEQ 1D NO: 43375, Hirn &yt A 1 20/ 524
[0568]  ENPP1gh& % BEAIENPP3RE & £ Bk 1 7= A Fn4lifh,

[05691 Ky 7 77 A FH F-4A i P (1) ] 975 4 B 4L ENPP 1 22 Ik , K5 4 A ENPP 11 i 4 h 45 # ek 1) 22
2 (ANPP1 (NCBI & 5ENP_006199) ) 5 TgGHIFc4h 48, (W #7 y “ENPP1-Fc”) @&, 7 FLAE
HAERE E CHOZH I J 3R I8 o A2 — LS g b, S ANCBI 3k NP 00619915k 96 22 925 ]
ENPP1 2 4% F1 1R S Fc &b b st & LA ZEENPP1 £ ik .

[0570] AT #xARH, i AT DAfd FH -4 3 () 2k 4 ANHEK 29348 it A0 75 2 He 41 i 2 4% sl CHOZ
it B BE 75 1 B 36 ik 2 %5 v R IAENPP 122 ik . ENPP 122 ik T DUZE R B 40 i Bk v 4 i v 2 A
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e b, ENPP1 2 BR7ECHOZN I H 3R 1A o O 1 @ A e e A i 2R 5 K 4 B ENPP 1) 2 4K (1) A% R
75 S B 4 B R b, DA ORI B B o A

[0571]  ENPP3 2 i /£ CHO B HEK 29 30 FL 30 40 21 i Hh 4 37 % 8 B e 7 AR 11 o 4 S A ENPP3
FIENPP3 £ #% i (ANPP3 (UniProtKB/Swiss-Prot:014638.2) 5 1gGHIFcssFata (4 FR A
“ENPP3-Fc”) filt-& , ¢ HLA8 H A A5 € CHOZH il 5 H 3R o 7E — 2L St 1, # ZidUniProtKB/
Swiss-Prot:014638.2/{15%3£49- 875K ENPP3 £ &% F R S Fc 45 Mk gt & L= AZENPP3 £ fik .
ENPP3Z2 ik a] DALE K B 40 i sl B v 4 f v 7= A O 7 8L AR e AN &R L B AR A R 4w iSNPP3
Rl 22 IR AR IR P 91 37 o 24 8 DAL R RIS 8 1 07 A o A7 AE & PR AR I SR 3R 1S
[RX L A4, IF HAT DL A I S 8 44 rh IR AR AT 254k . ENPP3 22 JIK 2 3B AEWO 2017/087936H1 7
SE T FEFEAR I BITIR 5 S 0 PN AR il i 5| FH DAL R I N CENPP1 £ ik 2 384 A1bright
N ,2015, CH AR IRN6 : 10006 i 3211 77 28 77 AR 1, Bk SCHR 89 9 2 s it dd ik 4> 5251 H
(177 FFEN

[0572]  Z- G ENPP1EGENPP3 [ B BE 22 JIRAG S A4 1) 5 3 o Rz o] DA FH A SZ I AR, Fi 2 £
Bla e ei% (1ipofectamine) £ € Hu A Ju 21 Rk ik, HAR o] DLEEDTAE RIEHE T A
K DL X 20 8 5 L I 40 B 9 o SR 5 A S FRAN 2R 7 Sk ) 4T I 1) o B I Ui e S B2
W S R AA SO RE o n] DUAE 96 FLAR H A8 A W iy Bk & BB 2 JEC 4 pNP - TMP LA /=538 £ 77 2058
RO F T-ENPP1 22 ik 28 BENPP3 2 ik 2 1A 1) B 41 B 7 B 14 i it (Saunders®§ A\, 2008, (4>
TIREREIT )7 (10) :3352-62;AlbrightZs A, 2015, ¢ 4R IE15)6:10006) .

[0573]  7EifEid ik % € H FENPP3 £ ik BENPP 122 ik 1) 78 3% A 70 % )i, ) DAAE 26 wir &t Xt
ENPP 14 () 8 sl A= W e B 28 s B B B 4 (Albright 58 AN, 2015, (HARIE(E)6:
10006) . ENPP3 % ik BRENPP 122 Ik () 4l 4 w] LA F AR 4503 0 60 () s 4 240 BRI 2H 60K 58
Fi o 3K GG AR T8 AR IR AR BT (R, ELagk B oA ity R B0 i E AN PTUE IR AT
TR AL R AT A 2 1 B AN B 5T G TG 55 5 R € 12k | G R U S5 4 SR R T L 7K
A ¥t g DL K A I C8 - C LA A 1 [ AH vy e 2392 (HPLC) 5 Al o I8 1T LIR FH B 738 e
LA P AT R D SRAS A IR 5 anQ- B MR e (91 525 #) AISP - B IR W Bt I (BH B 128 4
WA T G B Je IR T R €0 ] SRV B IR T DL B e SR T e A Tl 1) B B AR B 28 - 5
oy o 9 R DA SR A FH R 7 T 3R A5 (K9S - 75 A11S 20048 S50 Tt e A i 1) R~ T HEBEL € i v
ARSI N o T B B BV AR BRI T ok v 0 BRI £/ R 2 ph 2
B AL AN R 27 1 D38 0 P v AR D 22 R

[0574] 1] & v 48T FH 1100 22 v R0 1) — 8 S 48] 0, 7 AR AU AR P J8) R0 AT AR R 356 L I IR 26 L TR
=GR & b SRR G H &R - HOLZZ M« = v R b 22 i VAN X L 22 B 2%
MR A B — R B — RPNV A IR, I HIE 022 il R G AE 2 5 7 G 6 5 TR M
Pk et e b A BEA Gl Ak 4 B8 2 J5 FFHE A AL ENPPIFIKH bl RS 4 A4 R SR 5, AT LAAd FH b ik
(1) 55 A R A/ B B 3250 IR AT ENPP3 8 1 HEAT i Ahalifh , o T i B A EHE s 4l g
A T 2238 2 pHIR 2999 % 41 BE , W LUK BTk () 5k 5 A 1 A4 K ENPP 1 22 IR BRENPP3 22 Ik
afifk 2= KF9I9% A

[0575]  4lifk J5 , #ENPP1-Fc B{ENPP3-FeiZ # 2 %h 78 Zn2+F1Mg 2+ PBS (PBSplus) H1, Ft
IRPBSH K 4 22 /T 5mg/m1 2 Tmg/m1 2 [8] 3 HAE-80°C '~ LA200-500n1 25 /il FE A 15 i 7E
14 2 R 25 0 SRE AR L 31 B I ZEPBSp Lus H A B 1A MR I L 1S PR 15 %231 . 25au/ml
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(8290 . Tmg/m1 , 1X Bk T 25 4) o

[0576] I & it FH A X

(05771  fE5H—sLZh i d, 0 CL5 A 211 . 0mg/ kg B 215 . 0mg/kg NPP1E%Z)1.0mg/ kg R %]
5.0mg/kg NPP3[#)—A~8k 2 N5 & it FhsNPP18hsNPP3 . 7 575 — St 5 7, A5 21 . Omg/
kg #)10.0mg/kg NPP1E{Z]1.0mg/kgZE£110.0mg/kg NPP3[K]—AN 8k & A5 jiti FH hsNPP1
ahsNPP3.

[0578]  hsNPP1EhsNPP3 /7 & < [A] A [A] B A 22202k, 3 Hoa] LB, il an &2 /3 R\ &
D2 S H AE— AN, it FH O R R A B H .

[0579]  EE 41 hsNPP18khsNPP3R] LA LMEAT A 1E B 77 2, Qs bk i - 52 T BRI I8 P9 it FH
[0580]  H ZHhsNPP15hsNPP3 W] LA —Fhak 22 M 53 ARG 97 77 4 & Tt FH o 7 9 PR v 7 77 A
EEAIR T B ELES AR VT (statin)  DUEF (fibrate) <HRER ] &) VCAK (Aspirin) S AL B
(Clopidogrel) FtEyEMR (warfarin) o

[0581]  7F —Lesiiifs| o , B 241 hsNPP 18K hsNPP3AI 57 41 V6 57 712 B i B (1) UA B (7] B 8%
R Vit FH 1) o 7F — 8 Szt 51, 85 4HhsNPP 1 8hsNPP3 2 78 it FH 5 AP I6 7 7 2 1l it FH 1) o 76
— e s s o, B 2HhsNPP1ERhsNPP3JE 78 it H 573 71 BIVE 97 770 2 0 it FH 1) o A 3 St 3] o
i 20 hsNPP18hsNPP3FN 53 A6 97 7512 — e it FH 17

[0582] xR ANYT i

[0583]  FH T-ENPP1AIENPP3fI4A N 35 B 75 4044

[0584]  ZwAd AT F T A A FF PN 1) 22 IR A% R v DA 26 DR ¥ 8 e A FH DAYR T AR SCRT i
AR 90 BRI & 1T LUK G BT 22 K 1Y) 48 50t A R SR AR A N B8 S I R R VR AR L IR AL
Jiti FH T 5 DLYA T BB i &3 5 00 RO IE o

[0585]  FEHLAHAF CEAM A 1 W0 8 3 S AR SRR JE R 5] N B 2 MOAS [ R4 M
IR TR T RGN AL, 3 15 nT DATE 78 Ll 1 O 40 i R Ok AR e Ak, DA EE £ Bk (3]
SZAR) B R IE TR BN F B0E T BT R o AT LUK 2255 e IR AZ R 7K A 35 N S EE 41 A Hh 1)
T AR ) 2 R A, DASRBERE AR, 3038 mT B A VG 977 00 200 A M th B 55 7 e
SEHE A, O EE) A5 Gt AR A T 1) 22 IR B AE P i — S AR AR Y % e T 4T

[0586]  Z gk fAk , U 75 4 A AR O or 80 79 8 TS A A 403 L e (2 D49 a3 [ & ) 2
5,252,479 5 FZEW0 93/07282%5)  HAAHN , V5 295 85 T FHAE 2L DRI F6 B2 044, 615 s v40
L2 SR RN R B S HSVANEBY (9620 75 LA S 000 % i 75 A HoR Hr g vr 22 26
RT 7 R R T 25 I SRS 56 5995 55 ) LI 3E J Ar (15 R0 b 1 R4 6 DR 7 3%
()5 AL (2 540 25 [ 5 F) 456,168,916 5 ; 456,135,976 5 ; 455,965, 541 5 FI 4
6,129,705%5) o i % R v 145 R 5@ 3k 51 B DL LB AR I N R SCL IR UL, AT DL LS
NPP1J7 41 BUNPP 3T 41| 1 2 4% T R S5 18t A 4 o3 5] \ B0 FLsh P44 i LLYA TT VSMCHE 4E

[0587]  RLub 2Bt i 2508 AR A T AR 3R L 7 1 I 340, DA FE i F T I AL sh i 2
Ji » 993 B B A0 0 H R R A D 1 B 1 0 o T AR AR 8 A B B B R YR L 46
WA B3 85 « 40/ 08 B8 ZNRNAJR 25 OWAE R0 B I 280 52 A \BERC LSRR 25\ AL 2
g (U022 988 FISVA0) BIE 2 55 (U022 3% HriH - B2 /R 9% 8 (Epstein-Barr Virus) /KJEHTIR
SR 5  EL AN MO 7 A RIS DA S B A2 0 B 1R RI228Y) RNAYRS 33 B AN 59 JE B 1 1
B Moloney murine leukemia virus) B2 Es (RY, ¥ H A G2 SREE IR 5 08 90 5 5t
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R39S B T B 1 BT I 8555 ) S50 SR B o AR 48 A A T A8 A (1 DNAYR 550 < B AH ¢ 97
B IR O R AE R B

[0588] g 5 8k A4 i 5 JE Ik VR YT, Al ER K Y GBI TV) B A TRk BRE B A T
e ZHZA R 9 B AR TE BT B R BT e 2H 23 Hh e SR 4 AR o 5 A H , o3 B R mT DS
Ik 5975 B B A S B 3 T B AR A S R A, L e R R R R B g SR e I A
BRI A0 B AR 5 Bl 0B [B] 21 5 o 7R SR B R I, i 7 A AT R B AR ThRe R A
J o 3 S 0 B AU 0 R SR e RN Sl — RAESL R R A W SR BT 5 2k
T SE 2 A 0 2R T AR E AR SR N A BT P A R/ B AR R = R AT O 40 B P IR
I8 % AR A AR N I8 B AR I S R 51 L 2H 4 D R B 2 Ak ) 3 RN R IA A9 B DNAXL
FEFEA . (Colella®E N (4 TIT AT LMK K (Mol Ther Methods Clin Dev.) 20174
12 41 H :8:87-104.) .

[0589] AR HE A% 20 FF 1) i AH D% #5444

[0590]  AAV 45 JE T4l )N 75 BB WM B2 J& 198 55 - AAVEE PR 2H R 294 . 7T B K I
R 2 1 B B SRR A R (sSDNA) AE ST 5 T 286 e Fd S A% W A% TR T LA T R 1) s
7B YD o 25k DR 2 60, 4 467 T DNABE 1 794 s P ) oK oy 2 52 7 41) (TTR) A0 3 AN T8 5] 152 A
(ORF) : repAlcap.rephESe HHmASAAV A= iy Ji JA BT 75 B AR 25 0 1 = ] (Rep) 2R H DY EH B
S DRI R o caphE & S5 M HEVP AR SE B L M B 2 A% IR /7 41 : VP L VP2 RIVP3, fITid A< 76 B
A AR F DA R A T A AR A 52

[0591]  Ruii1454% HERE H & B MY H Bk 4 2R sAE 15X BT K e Re B A2 € 15+
PSSV AR TIT DUJR R o 3% 6 o 3% 435 g FH A/ 955 25 DNA S o1 1) A2 550, AT FH A F T~ 4 HIDNA 58 & il
AV 51D A58 2L S0 W0 40 i b 52 BT AR BYAAVI Yt 2 )5, repdE K] (BIRep78F1Rep52) 73
S P53 2 F-FIP19 3 3 T 147 R 1A , H H P Rep 2 I 707 25 25 R 4 B B il 1 BB Thse .
rep ORFHBT A 5L SEbr DU MReptE H (RIRep78.Rep68.Rep52F1Rep40) IR IE . 2R
1M, 27 H S T LB 40 B () Jm i Rep 78 FIRep5 2 £ 1 1 AR 28 B 422 FRImRNA 2 LA A AAVER,
PR TE R AN A, Rep 78 AIRep52 288  tH /& LAF= A AAVE A4

[0592]  AAV 4 B A d6 1 s 75 , B, I 75 B S B 58 (094, g 35 62 93 55 504 e
B) JLEG LB I Th g L 52 B R AAVIR B TR AT 1T 5 5 B B 10 JL L IO 0 5 AAVE
SETEDROIRZS  FE TR B DOIRZS R 9% 73 25 A ZEL 9 O\ 210 15 3 40 it G €4 o g DA 5 71 3 UAF
TE AR A= A G o3 54K o T i 40t 4 B B3 B s IR T B G BRI AL, v L IR
BERREEAC T 5 H G EE 2R PR A . BLARAAV AT DUER LR B AN R 90RO 40 i, (E 4 B
i B 02005 1 E A MR TR — 4R BRI, 1, NAAVAEE 28 SR 1 R s 55 1R R 4t g
il

[0593] T A B A UL R 81 AR ek FEZHAAV (rAAV) , 7T LA & R AL IR 17 51
{ELR Z AAVEE B Th RESE K rep Rl cap IR AAVER (R X A-35 (115 40 R AT G2 . SR 5 v] LAFE
I _EFEAEAAVEEBh DI RE S A 10 H. , 7T DAAE B0k B AR HEAAV = A BT 75 10 4 B 28 25 1A
(RF, Pt JE ThREHEER) , A 24t B = HilRe 7 i A B 5 (Can i 25 a2 00 55 504D
[0594] &2, ATPATE — N Ek 2 AN Eidk L3R AEAAVE BhTh g 2L R (RlrepMicap) AP JE Thig
SEIR] SR JE AT LLTE A = 20 P Hh 302 A BB 3k DR 7= 0 R0 B 8 T R 22k IR 7= 40, T8 BT I g 2 4 i
FiT i % B DKL= ) R B o B Je D e 25k B8 = o I XA E T 8 AR R T 51 R e AAVER A
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IREH B A FEURALIR T B e AAVER 7R 52 1l H 8 285, 345 L R P AR 7Y (wt) AAVER PRI AH — 5, A
17 FE L B AR o 24 B B4 BRI T PR AR I r AAVIR BRI, YR A% IR e A1 E N R Y
o i A R I i SRk

[0595] HHT A& AN G = repMlcapFL Rl DA K i JE Dh e 3 A, IR b r AAVAS B 3 — 20 &2
A 2E LRI o Ak, TR 5 rep Ml cap 2 R SR IR B &~ , 72 B 14 i A Re e
FwtAAV

[0596]  AAVER A IE 6 = repMlcaphi . HEIRAAVEAREAFAE T C H gt 3R ik repMlcap
PRI =4 (RPAAV. Rep Al Cap & ) (4R R 5% G 1 1 3 241 Mg A B m DA il 60,28 s S G 1 75
FIORE , I HL I A 4 32 40 28 FH G i AN 3R R B R B3 I e AE E4or £6 1 £ 1 JoT AR 4
L,

(05971 jE ik ot 7 A 0 4 S A BT DGV B 1 3 [FIDNA AAVER AR , FF HLAR 5 4 i i 8 4 it FH
T LB W)oK 5 et BT o B 5T B 1k B0 LB R A o DR L, AR 8 T A AR R R
BLFE b BT 5 2 IKIIDNARAAVE AR . — B3 & T AR T, B 4E w5tk /31X £ 22 JIK IR DNAY)
AAVERARI 72 A0 TR N 515 72 S 1 2 DL

[0598] £ — ANt fFl v, A A TFIE S — Fh R AH OO B (AAV) RIB A, ik AAVR I 244
AL $5 Y AL N L S U ENPP 1 50 L WIENPP3 1) 7 41 , I HL7E i F T Wil ALah W e, v il 8 4 fi
ENPP1 AR BRENPP3 B A4 E 4 B Hr a2k , BT I 54460, 15 78 FL R 34 K v Ak 5 ENPP 1 BRENPP3 I &L
FOR i Rl B R T 5% A5 5 Ik ENPP1ERENPP3 i 44 1] DL & A iE S5 938, anTeG FelX B A
H o 75 T WA 43 AR, A5 5 BER DI, 5 M A0 £ il (12 3% 14 1) mT s P g L 3h 4
ENPP1EZENPP3 .,

[0599]  AAVERIAEARTT DAAL & Rk &, FTid R E S B4 5% 0L 7 5 3 E Ve H& B2 10 7%
SRR IX, BT R 7 51 56 5 a2 Bk 1) B 4% IR 9 B/ M MO F O e S AT X
BTk 2 K46 R T AR 3T 5 KT 5 A AMZ TR G2 5 2 s I8t/ B e — 1B g (ENPP L) 2 iK)F 41
[0600]  7F— st 5 H , 318 G AL FE I8 B 1 A1 5 T W Kozak /5 1| GCCACCATGG « 4w A M 7,
SWINPP 1R [ K% F R 5 51 5 2w i e FL sh WINPP3 2R 13 A% TR 7 51) e & R 1 ook
Mz RERAES-

[0601]  #F— szt p , AR A< A T AIAAVERAA (K AAV B 20 J R 41 1 = rep 1R Rl 2 HE AN/
B cap TR AR .

[0602]  HRAEAA FFHIAAVEAR L FE R H AR 75 B FIAR 58 o — AR U, AAV I i 24 7F 2 Ok
R K R IR /KR B 6 38 R (1) 25 R 40 7 4, B AR (R i s A% Thae S 6, F it L
AR ] B M LA A RN 22 o ELAA L, A A TFIIAAVAT LU FAAVIE L& T 1 (AAVL) (AAV2.AAV3
(0,57 3ATFI3BAY) (AAVA . AAV5 AAV6 AAVT L AAVS AAVO . AAV10.AAVTh10.AAV11 B AAV. 4
AAVL RAAV, THAAVER EAAV

[0603]  AS[RJAAV I/ A (1) 25 EA 40 5 471 1 S5 ] DA AE SCHR B W1 GenBank 55 /4 FE 45 45 22 Hh 4K
3| 440, GenBank & 3% 5NC_001401.2 (AAV2) \NC 001829.1 (AAV4) \NC 006152.1 (AAV5) .
AF028704 .1 (AAV6) \NC 006260.1 (AAV7) \NC 006261 .1 (AAV8) \AX753250.1 (AAV9) FiI
AX753362.1 (AAV10) .

[0604] £ —Les it o] v , AR 4 A T I R AH OG0 B B AR G AT AR B B AL AK 7% , ik
MG AL [ i CL T 2R 4 - AAV2 \AAVS \AAVT JAAVS \AAVO AAVIOFIAAVTh10 & &Y . 76 5 —
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SE A, AAV [ IMLIE B S AAVS o 40 505 25 BUAR B HE G A0 A 5 8 I 3 41, UK 8 7 41 mT LA
B AE AT LA HE SN IR 7 51 DUREAAV 5] 5 31— Fh 5 22 Fh R o 40 B S 28 v, B35 o i 488 1 ok
IR T AN B I RCR , BREAAV I Al AL BRI , B iR 1 R

[0605] 7 Bt e S it 451, AR 28 T (e AAVE AR BLHE JL A 26 75 DNA TG A o 75 1t 6 S it 451 o 5 3
SEDNATC A6 2 2 /D PN DUIRAAY. TTRIF I B8 31/ B 51 o i sk B A5 5 L 42
B Bfr DGy B 1 o B AR v M BRI DNA AT ART 4 75 1957 B3 JE R IR X o R A FF I r AAVER
BT DL I oE R A BN & T35 n4h AR, AR TF ) r AAVE A4 L35 G )
Bt R 42 AL ) 22 K IYIDNA o

[0606]  7F L LL STt 5] H , FAAR L HE B AE VT 22 AN [ 240 Hf 28 204 Aot e Y 6 PR () 3Rk DR 3 2|
mAKCER R B /IR TS, Bk J3 30/ R A B IR AR 3 1 R R B TS EA
PR T 5 4 i B8 (CMV) SZRPFHA R 31 /389 58 1 5 41 55 B IR RVR s B2 3 30 1/ 35 0 1 17 31
S o FEFELL ST, AR AT r AAVER AR H (1) J5 311/ 1 5 51 2 CMV A2 R L 5 31/ 3 5
T ARTT , F T 3K ) S s 2 R R 3Rk 1) 3 3l 7 Z103E vT DL 75 3 AL 3 3h 1, B dnfE AN R 28
[l i 175 3 B JE 37, BUE T LA SRR Y B 3 WHEAS R T8 8- Wsh & A Ja 80, B
- WIsh & A 8 30T LR SV 14 5 301 /38 o 7 AL P LB A /S 3 1/ 3 5 1

Var
2

[0607]  7ERELLS ], AN TF IrAAVE IR B FEFE K LB 5 BT R L ILE S
A AL B FEA AT B A AR AR R Sigg) o , s 28 1 EAS 5 R SVAO R s 2 (B 5
[0608] 7 HELL St 5] o , AN TF (1 r AAVER PR 5 g i BT 9G¥ 22 R 140 43 B TRIDNA. 5 El it 5%
T2 K AT P B o AR A FF LA B AR A B i o9 22 K 1) 8 0 B 0 AT ATl L3014
FF 51 o DR S AR A TF A MRRE ABL35 R E B N 2 AR LBl () B 1R, B i e L34 22 ik A
5 NZ BREA EALG 7 G AE Ak, SRR GRS BT oo 2 R B R I R 7 51 5
St T eV 22 BRI 2R R 2050 % [H) 96, B 24170 % [A) 5, 28 S8 A sk st 2980 %6 [A] Ik, IF H.
LI 2790 %6 [F] 5

[0609]  BhAb , AN FF WA MR A B 3 B A TR B 1 5 9 (1) R SR A AE A R ARl B A AT A 1
RAFA, BTk AR AR B S AR ARAS B e g (1) 2 Ik 5 2K Z KRR T E— ARG B R EA
AT R 7 i AR b A K 2 IRAE VR T B A R

[0610] A2\ FF 38 I8 4 R 0 2 T B 22 IR 10 AE 1% 1 TR DNA G 5 78 7 o SRR B 55
22 uy n] DA B ZHDNAFE ARS8 B o sl 22 ik, {845 Bk £ B s sl 2 Ik A S s A T
ST AR 1) 5 4 B3 A 049 5 A R B 51 Gr AR AN BRI 37 of 2 A 1 B 1 G s e AR e
PRI T 5 [ 00 384 5 1 by 1 R AR Ak o SRR mT Ll i R <7 B R R T 41 22 S BRAS 52 T 7 37
(A& R B I P 3 10 5 R AR AT AE (W R 1 BB AR 57 o 5, o] DAEAT FR 7 R A R 8, BT ik
PR S R R U R O T R IR — 207 41 A A 2 U )R .

[0611] AN FFANBR T 5256 52451 T 45 o B 465 58 T AAVARAZ ; FH 2, A 28 T S04 e 9 B 35 AT
1] & 18 FIAAVER A , A0, 2 (H AR FR T2 T-AAV- 1 AAV- 3 AAV-4FIAAV - 625 (R 3k A . A A TP R4,
B DU SR G T ROR B R VA T B B I BV LB i

[0612]  Fridk 77 ¥ 6 7] Fr ik Wil L 30 420 it FH 2 5% it O 8 22 R PRI e AAV AR o A1 36 3, 1l L 30
Ve N o IR 7R B0 S Hh e P 1 e E AR R R A/ T AL I B E fE L 1x 1083 4
5x 101615 [l P o Ao 3de hy , 78 B 0y S ot P 1R B AR 22 DR 28 /TR LB A I B H D21 X
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10 F L1 X 10", BEAR Ll , 78 B Uy 5 o it Y 16 975 75 28 e o B 4L/ ol L 3h 0 0 8 2405
X 10" FE L5 X 10" ; 3 H At %6 Hh , 76 8 Y0 555 vh i FH 7 W 2L 50 400 P o 2 5 A 58 R 4L
H R%15X 1025 % 10",

[0613] MR AT 5 V5B 46 22 A6 pii [ B 3 S BB 48 78 JLAS /NI I e Ta) B (9, 24970 F
—/INESF B Ly /NI B =N PR S B RS R LA 22 AL R S B, BT e 4998 R A
SR 2H B vT DS BT s S T v b i 5| R B A A O e el o Ho e 15 .
[0614] Dy 7 DABAAT SRS il P A< A TF B r AAVER AR, 78 S e sz it 451 o, K A 00 2 0 4 &
V) ELFE S 25260 B (WEAS PR 323038 1 IE)

[0615] 1 jiti FH T WG FLBN YD » rAAVE AR AT LAFE LT . 8 pH I BV AE 24 % bl 952 () sk
B UIHEPES 2 £ /K o e I 2525 b T 8252 M BUAR AL S (B A BR T H v /K 3R KL 2B
A E 255 BTz (P SRV, Qs R SR A WLIER 1 3k o 1R 26 DL Je e 2452 Bl 3252 1 %6,
PR SRR BT 25908 F (Remington’ s Pharmaceutical Sciences) ) (1991, #5 vhM
#2770 B A &) (Mack Publication Co.,New Jersey)) HHEiA « A A T HITAAVE ARt AT DA
D7 Wl (I A W7 S e | g SR e 171 (=7 N s R o i N 7 < 9 R R 1 P AN S R 2
i/ Sh G W) BT BTG TR 7K UL S T8 A4 B 5 L m) Wi AL ah it 41 S P i 3 Bl 45
[0616] AT A JFHIEUS 2017/0290926-Smi th2E N VELHAR 1 i = A= L 3% F it FH AAV
BRI , Bk 3 1 A A i 5| B DA AR I N AR

[0617]  ENPP1Z K FHENPP3 2 JiK 1 22k T-RNA F 4k P ik

[0618] AR AFFFEAL 1 T 77 A Fl I ik A SC i 1) B 41 XWUBERNA 7y 1 (ZmASENPP 1 2 ik 5K,
ENPP3 %2 Jik 1 sRNA) ({140 S0 A1 5 15 « AUEERNABURE (dsRP) 7] LA-& 45 35 P28 A 7 s Atk 2 1
H I dsRNA > - dsRNA ST~ 1] DL 9 7 3 IR 20 5 356 DR 4L Ay — 35849, L ] DAY 9 3 A R0 25
LR ZH RNAZY 11T LA 2 A RNAMK RS P RNA SR & il (RDRP) 1R AR 72 BR AN 8 1 1) 22 20—
4322 B A RNASS T8 AT LS gt £ g 2 20 R 1 400 it 2 40 B 125 O ENPP 1 2 Ik BRENPP3 %2
JK BIRNAF- 13 51) o 72K d SRP % % 317 32 41 B A B, v DA pR 7 = 200 e 1 40 BT 6l 5 3 B0 34T
B PE LU= A2 ENPP1 22 IR BENPP3 £ Jif: .

[0619]  F—J5 T , AN FFHRAL T —FhETE E QMM F= A B A =R 7% Frid 7 ik
& FHLA H A UBERNASY T (dsRNA) FIAR 52 80/ B 1 119 d sRPA% Y15 32 41 g - RNA 237 1] LA
I A RNAMCR PERNA SR & B AN TR A e B A B E I /b — 40 I 2 B B, I HLdsRPREME 7
T =2 20 0 A A2 ] o RNA 21~ 5 G hth £ 7 32 200 0 1 200 i 25> 0 3% I ENPP 1 22 K BRENPP3 £ Jik
[ 22 /b — A RNAF 751

[0620] 5 —TJ5 M0, A~ FEHRAE T 0T Fh A 35 40 B 3 B RNA 23 - o RNA 73 AT LA i 5 AR ST
JIr iR FJENPP 1 22 K BRENPP 3 22 JIK (1) AF ArTRNA 43 ¥~ o £ — > SEJiti 5] 71, RNA 23— 9 S RN AR 8 14
RNAZR & Bl A1 TE i dsRP A Fe 8l /M i FL I 22 /b — 340 I 2 8 A, - HAR e, v DLE A 9
5 5 AN B B S = 2 D — ANRNA TR 1

[0621]  dsRPIIF=4

[0622] AR TFHIdsRPA AT LLIE i (m) 1 3 40 A 52 08 2 1 A 20 FF 1Y) d sRP ER J i d sRP ) 2 A
1) o AL B B DNA Y R 7= A o SR Ja 4 25 A6 9 i P 7 B 3 0T IR P R 271 1) Joi R B DNA 73
¥, WNENPP1 2 Ik EXENPP3 £ Ik , 7% 4L 2115 = 4R b, 3¢ HAm AT 467 AR A FF I dsRP,
dsRPE i) DAFE T 32 20 i Hh s 3o ) i = 40 g 52 356 G d sRP (1) 26 ] I RNA 23 F 7= A2 . RNA 7Y 7~ 1]
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DL (+) -HERNA,

[0623] 7R LKA A FF I dsRP 23 45 15 40 (B4 D A A FF Y d sRP ) 2 [R] 1) 50k , 5% 2
5 dsRP S A IRNAZN ) Ja& » 4 CE 7 2 40 B A3 FH 1 2 40 B i 4 B 2H 53 7= 22 d sRP . [R B, AR
ATFIIdsRPAETE AU P 2 EH 4EFEI0, IF HARTE 400 WAL 4% - 18 = 40 v] LR AT A A&
(107 = 41 B, 48] 2 A% 4 B TR L3 40 200 P AT 00 L 0 A L R 0 G B R L T
F= 40 ] DATE A A FF ) 2 4 d SRNA 2y 1 B4 A A A FF I d sRP FRIDNAZ) 1 522 338 25 T 6 40 it
Wit AR J5 AL 3% E 4 dsRP.

[0624] ;=4 dsRNAYK & 8 dsRP ) 7 V4

[0625]  ARAFFIBHEMLE T P2 AEA AN FF HIdsRP ) T2 o AT LUK BUBE BY A BERNABDNA 23 1 2 i
2518 L AIMI . dsRNAZY 718 A0 M R 9 3R FHVF 2 2R B4 s 4 M (B aniz &) 24
AR R AR A A2 Bk 72 o DR b, W] DB 3o ) 75 =8 40 P 2 36 AS 28 FF 1) B B XU RN A B
DNAZY 3R S A A TF , BT i B8 Bl XSUBERNA B DNA 731~ 4 18 32 40 i B B H A T Fl g 3=
21 P 20 223 77 A EHRNAT 5 471 4t B2 ) 25 2H d sSRP AN 25 19 Jo Bk o AR A TR I8 R DL it 1) 7
T 20 H Bt A Gm D RNA KRS 14 RNA B A B 1 — AN B2 AN 7 91 1) B 8% BOAIRDNA 231 (91 4
JFRREBARAR) Tl dsRP AR 72 B /M B A 1 2 /b — BB 2 8 A DA mtS BT S E R A
UNASSC T JFFIENPP 1 22 ik BRENPP3 22 ik ()1 5 471 S S

[0626] AN FF 11 dsRNABS s sRNAZy - (149 52338 1T DA AT A 638 1 77 AT, ) e ik A A
FFIIRNAZ T B8 236 25 1 32 41 B AE S “BR” BUAR &8 10 1) 585 BONCEERNA . RNA 73~ 1] BLIE
AT AR A3 1 77 9%, 49 e et F 2 L A 32 40 P % R T B R S B et 7 A S AT I R
S99 55 7 B R AE P9 358 1R A T Ak e e (ke Ab) 381 R0 32 40 MG 400 v 1 = 200 P sl vl L3040
T F AR A o FLak v] DUd 1K d sSRNA M R A5 993 25 B 7 U d sRNA B2 51 N7 2 40 i A A e s L
HISRIEAT o A IR AT DS AR S T R 40, 40605685 1 (REP) Bl i #5240 o 35 PR 20
DA PR AR S e L i TR A s SR BEAT A A o 3 AT DA 3 A R A I B 3 A SR Bl i e
W S EPCR (RT-PCR) HEAT WA M5k 58 1% o

[0627]  7F— LSSt {5 b , 4 G B A A T BIRNA Y - FRIDNASS 7 (il Joi s B L 2 2 k) 5
BT 32 40 M o DNAZ T 1] LA Y i AR 22 FF 1) dsRPEIRNA S (1) )% 51 . DNAZY - 1] LA G 5
dsRP 18N JE (K 41 B8 H — 343 - DNAZy - 1] LLE— 2B g = A8 5 A0 1) CREIR) 2 1 5= 0
RNAF) 2 /b — A7 Fp 51 . DNAFF F1 8 7] DA g i gag i H Bligag-pol B H , LL K S HF4F T KA
F B ) AT ] 2 B B A BE JE B 7 8% U E 81 o DNASS - 1T DA 45 14 DNA L BRRDNA | Bk | i B
N LG fh, 5 n) DR BUE T4 8 RO 1) 5 —Flog .

[0628]  #E—NSLjitafs o , DNAGS T AT LAk — 2D B0 4% B T 7 A8 22 ORI K & 25 74 (1) T 7 % »
I 70 VR 5 B d sRP 7 51 726 75 40 0 P 4% 3% - DNA ) 7~ 0] DS e ol 4k 3175 E i b, o HLAR
Ji v DA FH 1 2 A AL % 5%, I ELDR e mT DAl g =i e e it B 222D —/NRNAT 7 21 1)
dsRNAZ> ¥ SR J5 1 £ 40 B m] LA 7= AR 22 w1 Py FRENPP 1 22 IR BRENPP3 22 Jik . v LU FH 15 3248
F ARk AR AL ] DA 5 B A 2 5 2548 [ (1) 77 X602 dsRNA L ENPP 1 2 Ik BRENPP3 £ Jik 1 72
{5 FH 7 32 40 A ARt FE AN 40 B 4 43 7= A 1

[0629]  Brown% AL FIUS 102668341404 1 8 i I 7= Az | 8 328 itk FH i B 22 JIK 1)
dsRNAFIURE (R 2 , B i £ ) 1 p 25 ad et 51 FH DAL R AR I AN AR 3L

[0630]  ENPP14:78 ) ¢ ZEFIENPP3 4 78 1 S 48
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[0631]  SCZR3d 2 F TR FFAFEAE T S AR A0 53 HR I Al ol s (4810 s B A b B 9 11)
575 F A5 T 2L A s (1) B AR 358 40 T DA T RS AR FH B A 2540 o S 4E o TR TT Bk
FEREAL, o R AR 30 kAR 45350 43 H ELAA B 56 4 45 4 o FHL 26 1) T8 R G 093 » Bk ) Jota v LA
25 IO JE ] 2 5 R0 25 b 2R Y () L, G~ UL R /N

[0632] 37 T By A H (R4 AT P s PN 1D S B8R A 2 R DA L3840 B e A R AR . B, 37
RIS B SE B I S BKAE 25 B 48 i 1 BRI AR (PTA) 2 5 B AR A4S 7 — S4B L R , 76 2h ik ol
Fik b 51 N ARAFAE 3SR 5 AT G677 A2 B4 AL 2345453 X, ) A gt R A A R (%) 20 ik P P e 11
i, T E SC AN B S R 2 A AN MR R

[0633]  Jf {5 It 2R 40 B4 2R3 453 475 mT A fi o 1L P38 LA Bt A%, B I P UL 4 i 3
I N RS B ik s o NI A R R BT I I ST LA B LR BT I B ik s R E
DL AE AT REAE R 20 LR 8L A P BH ZE 2 fik 59 40 B 53« IX Fil A B FEPTAZ S5 78 21 R 1 1A 28 2
FEBEAE I 5249 o FH ANENPP 1 24 71 BRENPP 324 71 5536 97 774 78 S 42 U T B A0/ B8k b 1 4~
TE LA RS B, 3 3 TG el P B A IR R AR BRIR YT TR AR

[0634]  7F—dLsjitafy] o , B3 75 B AMRHF AR RN/ 8 i 2w B A N 3R B XS B A A
i B H R 45

[0635]  7E— ULt 5] b , H3g 75 B AMRHF AR AN/ 8l e 2 B B N 3 B =X S B A7 AR 1T
HA ML B4 , Frid v i 2037 28 i BRENPP 1 24 77 B ENPP3 24 751 2 AM1E TT 71 o

[0636]  7E—sesLjify) F , 2:Br O3 BUH LU0 I e AT SCHE , I H A ENPP 124 5754 78 1) S48
K&

[0637]  7E—sesLjify)  , 2:Br O F BUH L0 I e AT SCBE , I B A ENPP3 24 75114 78 1) S 48
K&

[0638]  7E—SesLjfy) F , A 2 Bk T B S04 B e BT SC 4L, I HLARUT 26 Hi SC 424 ANENPP1L
LIRS IR

[0639]  7E—esLjfy) Fr , A 25 i T B S0 1 1 e T SC B, I HLARIT 56 1 S S8 HE NENPP3
ZIFNRTE I SCIE

[0640]  ENPP1iR 78 (1) 3 42 BUENPP 3R 78 1) 3C SR 18 5 A& HH S 48 Bl B 3% K 22 i) Bl () o 23 [l A
T G5 K o SCHRE I H CUR 4IRS 5 58 I AN TE 5 A b 10 A 3B AL, Bk 54
W 51 5 5 sk By A B8 S ZR A FH A o I S R A I A A DA IS T O SRt it
(DI IAE o S 28 AT DATE LAt 5 57 78 3 B 30 A 2 I T 380 e 45 DL R 0 30 3 = 93 A Js 1 B SR R
RN BT I B RN o U S 48 0] DL 4 DAk /N H B4R, A 159 30 28 ] DU 5] 5 58 3 11 31
ik B B Pk DA BT J TS50 o S 20308 5 B 2 1 R 11 A DA S 3o 5 0k T R I T B IC , B
ZBRA, AN ORFF SR A T H IR IRAS I R BB A I B K

(06417 I /8 S AR 5 HH 4 i 1] i , DA A S 43 FH ZE 1) B ik BE B 75 IR0 5 B o P PP AR 3k 42 )
FE BRI ER IR B & & LA . T DU T-HlE SO e MR A & IS AsE kL .
REW LA BAERBIKREY. /T B5AH, REYmT L2 A ERed, B hE
EFENPP1 24 71| sRENPP3 24 71| #f TG S B2 A% 1 SR B4 o SR G W] AL & AT AW e SR -6 - 9
EEYT UVELEIE B B L N AR R A Y RFR LR R R SRS R R e e
] A % A SR T I SR DR R T SR R R I 5 R A R T B FL VR A L R W TR Ak Ty LA
5 B ) B S AT AE IR R R S A e AR B Al REWAT LB E ik E
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1 DA 2 BB AL 28 S 4 - SR AT L SR P IR IR I SRR SR ML e A S| W) L 2 el L SR A
KRR K AR UL LT R R &Y vT AR e 8l LA e AL IR M) et 58
Y/

[0642]  AN[E] SCHR BTt 2454 70 A AL U IR 52 ) 8 AE SESR B 70 VRGBT 9T, I HOEAE Il R 1A
o6 h s (Hwang CW.Wu D.Edelman ER.2001 .43 %1z 775 ¥ 3T S 22103836 1 259 0 i
(Physiological transport forces govern drug distribution for stent-based
delivery) {{5¥ (Circulation) ), 104:600-5;&Takebayashi H.Mintz GS.Carlier SGZEA
2004 . 3E3 5] 3CBR 3 A 518 B 5 w] B i XS B N S 1) 5E 22587 N B AR AH 5¢ (Nonuni form
strut distribution correlates with more neointimal hyperplasia after
Sirolimus-eluting stent implantation) {ffi¥f),110:3430-4) . REES NILEAETF K
T RESCBREE AR Z A2 H AT F R s FnT DU 73 280y “HF PRI AT “TF 84
Jfo” B B (Rogers CDK. 2002 2543 it X 538 « ST B4R BT i3 38 0 771 0 24 ) ok 42 1) 1
(Drug-eluting stents:role of stent design,delivery vehicle,and drug
selection) (UMM & 2478 (Rev Cardiovasc Med) ), 3 (3F]5) :S10-15) . 35F 41 g = 22
FES LA X B R e O I A 34 50 F 4 M JB2 K AN 1 4 ) B 5 SR AR AL T B X ST 2454
i (Rogers 2002) o JF LB A3 I 78 o5 AR AE 25 Hh X B b i P il 22 55 Ah il 2 2 Ja) AT BE K
A, B DLAN Y3 53 B 2500 3 A AR R A 55 25 il 2 10 Y BE 4 i& TR % (Rogers2002) o K%
G AT SCHRAE B AR BT o T 25k i s AR SR BT HAE SR T S K A KSR R TH
/NG TR B R e N PEAT AR T, [R] S DR 3508 T A A% [ S A0 S 1 DA 3138 52 2% 1) et PR
AR AN JUAR] S ZR A5 R 1 T LA S HE iR TPaisal 28 A (Muhammad Sufyan Amir PaisalZE A
2017TOPZ L R 51 : M1 ELEL % 5 TF2 4k (TOP Conf.Ser. :Mater.Sci.Eng.165 012003) H.
[0643] 3 3L Jit % 73 ol 0, 45 A5 A% EE (ENPP 124 77 BRENPP 324 751 ¥ ik J= 4H & W oK 1] 2 ENPP 1R
78 1) S ZR B ENPP3 VR T8 I SCBE o PIT il U /2 A1 G W) Dt b A 25 J2 DO 17 i 53 ke 11 P A K Bl
il A B 7 L BT R MG FE AE VR YT A R R U ENPP 1 24 75 BRENPP3 24 711] o

[0644]  FE—ANSEitifslrh , TR ZHAMN B HE, IREHEMEFEL vt %6 2250wt %
ENPP1Z fik o 75 53 — SEHE B o, i 2 A &) B FE L) 5wt %6 B Z4130wt % ENPP1 2 Ik o 7E 3 o — 5K
Jtil R, YRR A YR L) 10wt % FZ120wt % ENPP1Z |k .

[0645]  fFE—ANsEiifslrh , B TR ZHAMK B HE, IREHEMEFEL vt %6 2150wt %
ENPP3 % fik o 7E 53 — SEHE B o, i 2 A &) B FE L) 5wt %6 B 4130wt % ENPP3 2 Ik o 7E 3 o — 5K
Jt) o, i E ARG L 10wt % 2920wt % ENPP3Z ik .

[0646]  7E—AsEftiflh , 42 H AP EFEL) lug/ml £4110mg/ml ENPP1Z k. 75 5 — 5K
Bl R R A S YA FEL1000g/ml 2 5mg/ml ENPP1Z ik . 76 X 5 — Szt v , i 2 & WA
F541500ug/ml 2 £)2mg/ml ENPP1Z Jik .

[0647]  FE—HH IS SEHE] 1 , Ik 2 4 S WU HIENPP1 2 ik WENPP1 -Fe.

[0648]  7E—HHICSEHEAF] 1 , IR 2 4H -G IIENPPL 22 ik NENPPL- H AR H

[0649]  FE—/NsEjitaf] iR 2 H AW EFEL) lug/ml £ 2)10mg/ml ENPP3Z K . 7F 7 — 5L
Bl R R A S YA FEL1000g/ml Z5mg/ml ENPP3Z ik . 76 X 5 — Sl v , i 2 & WA
F541500ug/m1 2 £)2mg/ml ENPP3Z Jik .

[0650]  7E—HHICSEHE] 1 , ¥k & 4H & I HIENPP3 22 ik WENPP3-Fc.
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[0651] £ —HH St vh , i3 2 4 A W) IENPP3 £ ik WENPP3 - H R A .

[0652]  fE—ANSEftifl i B S FE 2 Ing/u1 £ £11000ug/ul ENPPImRNA. 7F 55— 5K
W, 1% R A A FEZ1100ng/ul £ 10ng/ul ENPPImRNA L 7E X 5B —SEitif] g, i 241 &
Y EFE£150ng/n1 £ 215ug/ul ENPPImRNA.

[0653]  fE—ANSEftif] i B H &5 2] Ing/u1 ££1000ng/ul ENPP1-Fc mRNA.7E
— S, %R H A AFEZ1100ng/ul £ 100g/ul ENPP1-Fe mRNA.7F X % — et
BEHEY AR Z)50ng/ul E4)5ug/ul ENPP1-Fc mRNA.

[0654] £ — AN, iR EH AW AL Ing/u1 E£)1000ug/ul ENPPI - 2 FAmRNA.
TE 57— SEHi i EH A Y45 21100ng /11 & 10ug/ul ENPP1- 14 FAmRNA . 7E X 55— 5K
5 R A Y 5 2150ng/ul E 4 5ng/ul ENPP1- 4 2K FAmRNA.

[0655]  fE—ANSEftifl i B S FE 2 Ing /w1 £ £11000ug/ul ENPP3mRNA . 7F 55— 5K
g 15 R H A AFEZ1100ng/ul Zbug/ul ENPP3mRNA. 7F X Y — Shitifs] 4 , i R 4H& 4
A FE£)500ng/nl £ #)2ug/ul ENPP3mRNA .

[0656]  fE—ANSEftif i B H AW FE 2] Ing/u1 ££)1000ng/ul ENPP3-Fc mRNA. 7E 7
— Sl iR RS AFEZ)100ng/ul E5ug/ul ENPP3-Fc mRNA. 76 X 5 — SEjitifi 41 , ik
EH AV EIEZ500ng/ul £ 2)2ug/ul ENPP3-Fc mRNA.

[0657]  FE—Asitfl b, i EH A EFEL) Ing/nl ££11000mg/ul ENPP3- 18 FImRNA.
78 5 — St iR R A Y FEZ100ng /1l E5ug/ul ENPP3- 2% FImRNA . 78 X5 — S
B, & RS FEZ41500ng/ul £ 4)2ug/ul ENPP3- 45 FAmRNA.

[0658]  SCHRWT LLMRTE A VI, i vl AE W) B AR B n] AR e AW, LA A S BRI AR YA
M, T A8 AN K AT B 51 i 2 1 I B L G P B R 2 ) B T DA N S 4R i
o — S BN E WA S A R AT AE WA v A W R i sl n] A Aa e S R AL v A&
VIR R Z W AER AR AR v A=) B FR R 2D AR AR 9 AT DA R A

[0659] IR ZH BV EFEA R FIEAM, Tl BAARTE R 2 I F2A B T fR AnENPP 1 2 71 5%
ENPP3 257125 VA TT 43 T-HG B 2 S 28 36 T , I FLIE AT Bh 76 52 2R 00 & B A A K v 7 7)1 Bt 2]
PP o BT DL IR AS AR B [ A B i JE A W T LART B AR [ S Bk s 2 1
— P ESED R EH A Y 0T LUt — DB S B [ S BRI & LA A AN 7T
WEHEYE ] U P EREZ T — MR ARG EEER G &Y, H B2l
DL — D AE [ S AR s A AR AT R S M R R AE R S A R P

[0660] 7 55—t fsl o , mf DAY PR A BB 22 R 2R L (1) T AR ) R AL &) R EYEEER
G4 — SR, USRS AR 2 A A FH RS8R T A R iR S e IR A 7 —
&, 15 4 DA B34 S5 VR VR A ) B R VR T AT LA A VA o T B AR, nT AR W R R AL A
Hh (1) — S ] A W B AR AL A D TE 5 L SR AS v A W B IR AL A TR A 2 A1 AT DA [ Ak o [ A5 ]
IR ARALE MDA I i A E 5 WS W AR Y B AR AL & TR G IS A, AT 7 AR B AN Rl AT A=
VIR AL SRS BARHEY) .

[0661] 75 5 — St fol H , 4% )2 4 A W0 1 ] A ) ok g M 2 2 2 AR, BT I [ AR A2 5 AR )
T T RN S TR B A R AT e TR S R A

[0662]  #ARTT LR R EWHEAN . — LR EVB NG R G FAE 2% 55 01 & R
EOHI L EEAR T3 - 1E-HINEIR Tl R M- O OIETsR (AChg- -2 -2
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WHE) LR A AT 4R R TR AE AR . — Sy il S AR B S B B 6T o T 9N
KN B 22 £L.300um P 2 o 2590300 i TS B8 L SCAR A R AN SO AR R T S 4E AT BLAE DL T 4R
Bl 258 Ee i X348 - 9] 5 5 5 (Drug-Eluting Stent:A Review and Update) , €I & fid
B REG & (Vase Health Risk Manag.) »20054E12 51 (4) :263-276 LA R HARSZ4L : &
1% Z= 3] b (Modern Stents:Where Are We Going?) ,{Rambam Maimonides[E 4%
(Rambam Maimonides Med J.) 202044 H;11(2) :e0017.
[0663]  IRJZULGHH EARTT LR T AE ) AR 5l n] AR E 1) o AT AR WD R AR SR 5 0l
T &M AT RV 5 R SE G4 X REM B & REER & T AR RERERE S
-L-FLIR R -DL- AR VR AWEIR RN AC i, B3 A AC I8 (47 FH D~ L- ZLER AN A VH e L
R S5 FLIR 1) BT B AR A AR ) 25 R T A 1) B3 R AL SR R W BE R O ER R 458
B IR L SR 1, 4- IR PEbE - 2- W VR 1, 5- AR FA PR - 2- i L 5K 6, 6 - L HT K-
1,4- R0 - 2- B SRR R G B2 T TR IR 28 — 1 FF R A R I 5B S M AN AT iR i VR A) o
[0664] & T A KBTI RN &R AWEE (W e-cWER)) BRI RS (1R d-1%
PR ) AR T N B (an 5 CT IER) ) o v DA A 0 & v AR W) B 2R 5 W SRR I SR A IS
& B2 RS ] AR P il SR I M » PTG 1l 22 IR A SR U R AN SR R AR R TR SR el L 3R
JER R i SR ok IR i 1 R ISR ik PR I o P LAASE FH B 271 SR -6 W 1 vh B A A 2R S W ) L SR A LR
Mo T AFAEBIAFAERE 5 2 SMH A I R G A R R R RS
[0665]  id& A< BAAS FH B A A W ke € RA A S (HANPR T SRS s kB, a0 S e F ik A4
ot SR — H A AU A SR L UM TR T I s 2R IR, W3R W 2R IR & R) 5 SR Je Bk 4
1, iR AN O EER 2 s ZulE, AR CIRBER R O 21 RIG 1R, R -5 M5 R
PG B8 (L0 - T) AR IR AN R ARG IS s RA O s AR A A 4 = AT AW, W NigE 22 .
Ni&22- = CFRIE AR CTRIR VAT 4R L TRIE T TR F8 %1% (cellophane) 44k HIR
Be AT AER INBR IR s 2F 4E R K, R AR AP e A b FE AP 4 22 s AL R &, W 2R DU & 4
(R (Teflon) ) 5 LA S AT AE WA e SRR G , 4n Je JE66F0 58 O A Ik Ji ot ] DAASE A [ 3 1 30
WIZHZA, G 8 e [ 7 B A OB o SRR AN SR Jig W DA W AR ) et A sl o] AR WA 1) o i B AR
Pt e 2y Tk A s BiTad 7K A vl DA SO A= W P
[0666] fE—EeiE LT, IREZH GV — P EFEAMENIEREW L ALR G ]
DAEL 5 I 7 PR A5 0RH 25 M vty et o ) — A e 22 b o AR SR W mT AR ) P AR A A 1 S 491
TRASTH IR 45 A2 2B A8 A T AR A IH 5 3 8 D i 7K HL AT A= W AE 25 AR o 7E — 215 00T, R
REVBAR TSR EIAMETR T 7] LR AR A — 500, SER Sk s R
B R A Z IR AR R AT L [ 44, B7E S R S [ O BRI T 2 A
[0667] 1 55— SEhitifel . S AW o] LU IR, I HLBESR Ja i T =28 . mT LA
JSOEE PR 8% i B 7 V2 R AT AR 7% o 4, SR 6 W) W ENPP 1 24 751 B ENPP 3 245 751 R 711 A0 e .V
B, HAR G RN B PR L, A SRS AT T DL L RV f 2 S5 T
JSGIR JE B AR I AT DG ST 1) DA e P oo A R () 338 AR I, JEE T DA e i 6, 3 22 e HE S
BRAN R F
[0668] £ 53— S dd]  , IR 78 SCH 4N I il £ < 38 7] SC AR ik AL 45 ANENPP 124 77 B ENPP3
G50V TT A RS BUE , WITAE SCHR B PEAT B A3 5] IR RE IR 2 o 7 5 — SEqtifg b, 3¢
BET] DIMIR B 8 AT BRGS0 IR 2 T MR BOR N AE TR U IR i i, ARV T 58 4
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VR 78 SR AT o v] B AR, AT DA ) 32 AR MR L AT YE T R AR R I, a0 BRI
E IR G 3% J2 I FH AR g ot I FH 5 S 48 (1% 4713 T A Py 2 T 7 = R AR A A e 2 U 7 1,
TE—Se ST, AT — AR TH B AN R T A — 5B 7 n 2 IR 1 .

[0669] 4 LA E R 0 , 122 4L A W CL 358 AR W 1 21 40 R o] A= W) B AR 21 4% o AR 3k M
WEHAEYEFE. 1 HE % 2 100HE & % 1 AEYE A 5 DU E & % 2995 & % ] 449
BB AR AR L 2) ARG I3 B S HR0 . 1 E & % 508 & % 1A IE P4 2 DA K 50 #
%599, 95 & % (1 1] AW PR AR AAR L 4) iR JZ AW mT UL 2 i s i 2%, 0 2 faj s o
A WE M Sy R AR 0 TR A TE — S LATE BB A, B a0 i sl BV - T B AR b K A=)
T 1 4 RN AR 20 53— TR A AE Bl IR R R R R R R B SR, I B2 BRIE R ik
K iR E A YR B AL T I AR A 1 B

[0670]  BRICZEZ A, ARHE AR ST A T 19 BH 1 8% 5 T 1 ] AR 78 1 JHL 8 R o 22 L 1) s 9
BT O RS T R IR TS AR IR LT BT RN AE L HAR S RE ]  , SR
I3 e AR ERFERN L& PR BT 2 B ] LB FEAR ST A TR ZH AW 2 — AR, 3¢
BRI ) T Z A AP AT LU I AT AR 22 Fh o7 20kt 25 48 (BB RT3 D L filan, is it
W iRZ A YRR SR GBI S AR ANTEIRZ LAY BB R ) S AR R A A
Yo Aade th, DAILRZIK (BRI, AR TBOKR) T SN 78 SO B8 AE A4 it 2 % B IR Z A M LUk
B B SRR S BB NAE R E A it mT DL e i FH e e il il 4 3 =
WEH AR LGSR LR R E A A AR WRIZE N AR E R
5 1l S R 4 3 TR P R T T 3 R IR TR

[0671]  ARSCHTIR MR ZH GV HUIE OO S B 5 NBIR P 5 387 B AR B35 R B
TESCHE b 8 /0 JUOR R 8R U 9F B ALIE b RF 25 H , Bt {3 anENPP 1 24 771 BRENPP3 2}
FIEEIRTT RGBT R MR .

[0672]  ZiWeL & YIAIRECY)

[0673]  AANTFEEME T AEASCTIR I LN BIEAR AT I Z IR ZMA ST SL 2 &
V) E23E T T2 1 X, 88 Frid 29 dl &9y LAt — 20 A — PP ek 2 Rl 22 LT
52 W BAR . — FhERZ Tl 55 A0 B B2y B0 L8 R SRRl 28 6 o 2990 20 6 W 1) 25 4 g mT DA AR 3
2 PR R T AR AR, in S AR E 2R ERT 2 ( PH & T BB B A A WA A B
JE R

[0674]  FE—sLtafs) H , n] FH T SL B AR A T 7 25 4064 mT LA FH I8 iE A T 1ng/
kg/R5100mg/kg/ K2 (B I EE £ 3L L o, o] T SL B A FF I 254 2064 mT LA
it 3835/ T Ing/kg/ R 5500mg /kg/ R Z 8] ()5 &

[0675] AN FF IO 25020 A0 (R 1 20 < 24527 b RT3 32 IR 3844 DL B AT AR] 573 A0 4 1)
FERT SR AR BT YR 77 1 3260 B[R] — P /N RILIR Wt 3 HL it — 20 MR 5 2 & 0 B i FH 11034
AR 28R UL, BT 2H A mT LEFEZ10. 1% 22 29100% (w/w) FIVE T RLSY -

[0676] W] H T A A I B 7 5 250 A ml LA S i N IR B B 3E i B
Ab SRR R T B S HR PN R IR P B — it P AR SR T A B BT TR I R
WA SR I R oK SR | T DT AR 1) 751 A Y T 0 ) P T B A A M DL R T e A
VAL o e FH 38 A0 F A ST R e AN 578 1 2 WL, I LR FAT AT 2 Fh R 25, A5 B
YRIT B IRE H 2T DL K ™ A L BRI IR A BN R R SR R R 55
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(06771 R SCHEIR 25920 G0 H S mT DLIE I 24 38 22 4 2 1) 8504 J5 T K A AR
JTiERA £ G WL T AL DU AP IR AR S MR g 5 AR Bl — Mk 22 P A B
By 4t FE ELOR Ja T SR 75 B, RKE = 40 s B 25 R 3 B8 ) B 5 1 B 22 5 i B AN
[0678]  4nASCAT A, “HAAL R B A A4 TIE B 1S PR R I 29 A S ) ) s O v 1
F8 0 ) 3 S5 TR e P T 52 TR R 8 23 TR R R Bk 5 1 T 8 0 B 491 G I R = )
—PE = — AR R AT DL A H R Z AN H AR 2 — ()1 2] 4R 8 2
BER) « 218 H 22~ H IR, 577 B X TR 2R i T DL A (5] B AN 5] 1T o

(06791 it FH 77 52 AT e 52 Wl A4 S A 380 () N 2% o 8 2, T DA R A e it FH A4 23 T )
PR DL S AS I, B 7R T DA Sty B n] DU [y o it — 2P Hb 697 TR B A 1 7 =
AT DL LG A7 38 I el  anya o7 BRI B 15 Gl )38 U LT e 7S 1 o 78 R L8 St 51, AR AT
(A& Wit FH T 32 503 52 B LR PP 1 T ey 22 330 1E 5 1K1, e i FLEh Y PP 1 Y
ER KT -30M, “BE 1E 7 2 FE0uM A1 . 2uMBl IE % LA Rk bL F0-40% ,30nMZ0. 9uMik;
IEHPLFELL F1-30% 15, 0uMZA 0. 6uMBIEH LA FELLL TR 0-20% , BROuMZ 0. 3uMEl 1k A
FEPATR0-10% .

[0680] A AJFRIH Gt T 83, i FLsh, W N, o] DU © 28 %, BUA RO6 9T
A 58 B AE 1) 77 A ) B b AT o SEELVAR YT AR F A 75 AR T S W G 2 v AR
P 25 PP R R AR A, B =R B S A0 S 0 D R 5 it P B TR] s AL S 0 B HEMERR s V59T I HF
SEINFIA] ; Fo e 900 (B MBS A& W 4G A R IR R ;s BT ia 97 1 28 38 1 95 0 B0 i 1R AR
A VRS V) R EE IR — R Al RE AN S T 5B 5 DL S I 2 A A P i e R SR AL R 2% A
J7 el LR A DR A S AL VE TT L - R R AR B TR T AL B Y R AR WS PR B 1, BTk 2B W)
TV IR T Bk T YA T A 4 o 2 1 2 5 SR I 2 B TR R TR AR R AR A T £ ik L2 R
BYRRA R B ECRE H 38 2 (] (R B it A 5 CASE IR M 2R PP 1 BB IR & (1-3uM) /K55
FPPi I IEH KF (B IEH /K 5130 % -50 %) ISR KF o ik v] L T2 2 M B0G TT 2 Ik
A NI B R0 2R DR A 8 AN o T 22 R IVR 9T R & o AR AR 0 JF I 22 Ik AR 2 R BB 4 % B
JE B PR3 22 P B T ] o e FH 5 DA SEEENPP 1 22 Ik BENPP3 2 Jik 11 48 2 7K ~F 1) B 2 V&
P

(06811 {5, W] DA R Jit FH o5 AN 43 W55 2, B 551 mT AR L 45109k /b, anvG 97 1 L i
BYME BB B« AR A TF B IT A G W) B9 A 28065 &30 B ) A PR 112 252290 01mg kg
PR E /R 250mg/ kg fR H /K o 7E FLLL STt 5], A A T HIVGRI7 A & W B A 2505 & 36 B A 2
50ng/kgfAH £2500ng/kg A , i Hh100ng/ kg B 22 300ng/kg A B o A4 I 1@ AN
TR RS FUAR G IR 2R, I HAEAN AT I B S 30 S 00 N AT R TR (L S A A E R
THIE o

[0682] AL &HmT LAAE R LA St it FH T 28 3, Bl HonT AN IO it Y, andse ok —
R — IR BRI — IR A — IREE 2 A KA e, i JLAS A —IREHE 2 R4
— BT D Y AR B R 25 25 AL S A (1) & AR A PR ) PR S5 Hh ] DR R VBERR — K VB2
REE3R EFAR BURED R it o 491, 76 5 B — Rt FH I 50 5 AT DAFE B2 I — T 4R 25 24 5mg
BRI &, I HAE B I =t 25— B S 00 5mg B R 55 &, 78 22 30 T it FH 26 — B J5 i Smg & K
B o TR AR T T HOR N 5172 W &y DL, FF H R TR 2 H R &= W{EAN R T
FI¥6 7 (P95 1 2 B 0™ E A D R S5 3 (P SR T RN AR % o A A I 239 286 v v PR Ry
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1) S B 551 B 7K T AT AR AE , ASRAS A RS B0 5 0 B AL G UL Rt A U 2 VR 9T
I T A R 3 TG B 1 = A PR LAY

[0683]  H A A4 1B @+ Be 0 2= A, B an =0, v DAAR 5 i e I 5 H B 75 1R B 2K
WS B0, RIS AT BALL N 7 S 3B VG I 1 A B 75 KPR B 7K F
KIFUE LA G H R F B AR AT RGP &, HLIZ 8T8 055 & 5 2 Sl A
o

[0684]  fEHELLSLT 5] H , AR AT AV UG HIDNRE R — & ok B 2 R )7 & T
B AR B T, AN T AP DAL S HANBR T BUR B 70 &5 B it T B R
— IR FRR— IR =R — KRBT — IR AR — IR AR AT &P S A EY
()it FH A9 2% DR 52 A 2 1 S IR R T 2 R 3R B A (AN PR T 408 AR v 97 B 958 08 B o
A A fde AT L R 2R o R, AR O F AN R AR R A PR T AR ART R o 1 27 52, I HL 2t
FHTAEAT 838 RS 055 B AN 2 5 W0 el 3208 IR I 25 18 2100 T 38 M BT A He 8 IR 2R i € -
[0685]  7EHLLLSif il Hh , R AT S —Fh BB AMA G, LB 54, TR AR
PR¥FEM) B 58 20L& FRIT A B AR AT BG4 s LU T - Frid &4
SRIGIT S TI7 B B8 e B AE ) — Pl 2 Rtk 1) vl B S o

[0686]  jiti FHig 1%

[0687]  ARAFFH GV PETHEM BB ERA Ok & EHW WS4
AR VAR (B, 5 R E L (&) B (&) JRIE B E (] 22 B AN B IE R B ()
AR () Bl BN I 38N B N VBN RS LN B BT R TKOA
SCRE IR R A

[0688] A& id (1 2H & W AN 7 AL S 491 A 791 M B L A e L AL ) R B L BE ST 0 UG B TF
VRV B % UKL 51 S B ) 8 B2 G 771 < 4 J 7710 o 771 ALk  FLR GRS BB BE  FE R BIR B
245 TR TR A A R T S kit P R A T 225 T IRON TR R B S A TR A
FH T 15 0t P4 Tt FH P 2EL 6 P A DR B A2) 55 o 8 o] B T AR A T A TR R AN AL AN BR T A SR
AR WA S

(06891  “fig 15 A1t ™ 2590 2H & W0 0 2 R A A T W B A A 52 038 1 2H 23 A0 0E 1 1 O 2H 2R
it FH 25 0 A1 S AT AT it FH 1845 i 18 470t FH X1tk 0, 25 AR AS BR 3 B 1332 53 40 6 4 K it
ZIMAEY) EB T AN R YT D N A 20 A9 A B Tt gt fE H 2 e R R
N A A Y5 . Bk, AR 1 g B it A S AR T B2 R ER KA I A LR A
10 PSR B E TR E AR .

[0690] =43

(06911 J&@ I DA R Seff it — B HR AR A FF o SEI T BB B 1, 3 HA B FE A N 1%
W fARE R LT A 7 BRI A A TF

[0692] S5 1: ENPP1 - Fefil & £ [ 7E SC2R PN FR B 8 B8 (1) T 3

[0693]  fEA41 A & 45105 B R B Sh s 8 vP4k T ENPP1-Fefli & 85 I D0 Rl R AE R
(LY e i) HE 408 M8 RS SN PR A8 o PPl 7 ENPPL-Fefli & 8 B VAT JUR
CAVPAl FL A S 1T 52 4% HL SRR AN E Sk B 20 5 BB A IUE OB R 5 B8 78 1 e

[0694]  fE&F R BN Wb G DU Fh B KEB AL LA 587 A 4 525 5 7 DU % 3l ik CRUI
BRI BNIK) Hh & i 5 — AN AL
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[0695]  FEEROK , 7E 55— 7 B HIENPP 1 -Fe BA B IR AT 10K , LL X fE EE Fifiar 14K ,
FIT A SRS #4852 2451407 LR N7 SR P B AE A o A & I P I B i s R (QVA) 221
DU AN A1 JE Bl ik AL 5 DA 636 77 5B AL AR TE A )RS R FE AN S B8 45249 2 Je s FH A vF 1) I
R AR BRIE T8 7 FEAR 130 %6 13k BE F A T 0 Bl Bk adk A7 o B A 3 il 110 5 1047 = IR e S
5 5 S RN R TR 8 SCAR o A1 SC AR T H KR, H AR A2 29120 % 1 i BE R A

[0696]  ENPP1-Fcifiyy MEE10RFF oG4 G PEHEAT , I 4R T FE L —Ik, HBI& 1L 1F
14K, 8 I 1 A i 5 AR S A0 T B 2 3 4 (OCT) PRAS AT A I A« 4R 5 5 Lk S 1T 52493 1 A
SRS 2 ) B ARG A, BTl B0 S A i DL AR B ot B A b A i
G AR IR TR 5 BV MBI BG MR R 1/ BR (BRESEEAN130%) Tt
ITHIR ISR TG , il % 1k A A AL I B 4R 5 I A & 52 AR FNOCT

[0697]  FEEE14AR WAL G VU, ShKE D 1 I i 5 AR A R% (0CT) B
FRAG o 4 A F S P A1 JE 1 BERS HE A A7 LE 10 % R S Ag R Dy pk

[0698] Gl 1 FToR , M8 3 S AR SR 78 45 F @550 6 B sh P, A6 28 14K (19 1f 8
AL A2 RIES K B2 A AL 2 N, 28 FHENPP L -Fedad 7T I, fE 55 14 R 55542 K
Z [0 W52 B IR B KA L% B ARk o AL, i@ sk OCT & 11 , 78 F 700t FRA T
I, AT 55 1A R B LS TS , 7E 55 42K VRS ik P9 W0 82 3] B S5 A Py s )55 AR Eb 2
N EH14R 55542k 2 8], £ FIENPP1 -Fe V& 7 IS4 i 30 ik b 8 22 B4R 2 ] T ) py

HIE (K2) .
[0699]  RIFNFK2 (W1F) B4 16T AT A R sk~ 0CT1E
[0700] 1.
¥ 14 RE#G, B3k
BREEHR bz iy | FENREE | FENKRE :
[0701] (mm?) (mm?) (mm) H (mm®) RAEEH%
ENPP1-Fc | 12.10+1.09 | 14.59+1.24 0.19+0.04 2.49+0.52 17+3
x} iR 10.82£1.06 | 13.60+0.82 0.23+0.04 2.78+0.40 21+4
[0702] 2.
842 K&k, Wbk
R bz iy} FAENBREE | FEAEE WA
[0703] (mm*) (mm?) (mm) H (mm®) ’
ENPPI-F¢ | 12.95+0.70 | 16.47+0.89 0.27+0.08 3.52+1.07 21+5
ponic] 9.51£2.24 14.60+1.40 0.45+0.16 5.10+1.34 35+11
[0704] 4Nk iR i), 55T RRZH AR B , FHENPP1-Feia o7 B s IR sl BKE 5542 K

HA B v B S AR o 4 2 S ORI AR o AR 87003 IR B , FIENPP1-Feif T B Sh¥4E
SRA2TR I A oA IS JSE R A AR T AR AT B2 o 5 B, 5 IR LA L FHENPPL-Fe
BT BRI P AE AR 1 0 LE R 2 BRI (B I IE3) o X S5 die R W), ENPP1 2 AR L T T T
] 5 A0 SRR A5 05 A0/ SR ] SRR AR 5% D AR T

[0705] 5452 ENPPS - Fefifh £ 87 I £F SO0 A FR AR AR A A (1 D AL
[0706] £ A& & B30 (1 K RS A AL o DA 1 ENPPS - Fe il 5 88 1 IR h I e il 2 A2 X

(L350 0) H AN A IS R SE SO N BB AR AL o o DAl 1 ENPP3-Fefh & 8 H BT RCR
AP A HLA ) S i 52 405 HSC SR A1 A Bl ik 1 20 7a B8 L 1 AR Ja 7 1) g
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[0707]  4nsEfa 1+ BT R 1), 765 R 304 G 2 DU S o1 JE sl ik A DA S8 A IR 2
FESEOR , 75— 7= AIENPP3 - Fe BN B IR BT 10K, DA AE B B T 14K , BT A #E0
R #0352 24540, DA 7SS0 N PR 78 101 o A P o I A8 1R I A 52 R (QVA) 221 DY > o1 JE
BINKEBAL , AR B I6 7 A0 A0 A RS B BREERN S8 o 47477 A2 38 i FH B o4 1) I /8 BT R 35K
% S EAEEAR 130 % [yt B far A R 5 2h Bk gk AT ik B A ) 5 AT = IR 78 o 4545 5 3L BRI
T4 8 SCHE o A1 R SCBE & AT HZIK 1) B AR 2 29120 %6 ()i BE R A

[0708]  ENPP3-Fcify7 MEE10ORIFUA 4 S 30, FE AR T Feh2i— IR, BB &1k 1R
14K, 8 I A S AR A 22 AR B E 414 (OCT) VRA% BT I - 98 Ja ik S 1T 52 43 I Al S
ZEAL B Bk ERAL 28 Py PR A0 S A1 Ik 03475 A DA 2R = Bl ko B A, A7 o4 L7 e
TEAREREE FEREE BRI SCAEARGHE R R 71/ Bid (RS HA130%) T T
BRI S B TS 103 1 38 8 A AL B e 4R 5 L& 3 5 AR FIOCT o

[0709]  FEZE1AR I EAE VU R, shBKE DT 1 I &R AR R W % (0CT) ME R
JSAG o oAb B P A1 JE 759 B R A A7 AE 10 %6 R P G2 A /R Bk

[0710]  ASZAE—BEIR AR 45, T 5 8550 0T FEZHAH B, FHENPP3-Fe i d7 3P B H
BRI A2 AR %6 o TRUHENPP3 22 ks JGH mT T4 5 40 2h Jik i) 42 45 F0 / 841 JE 30 ik A
KEI I R

(07111 S2453- FH -6 97 Bh bk s AL B A &b & 1 4 A ENPP 1358 it =ik 78 S 48 .

[0712]  7E bSEfil , ENPP122 ik (ENPP1EKENPP1 -FcBRENPP - (4 2K () 33 78 S 2830 4hE 3h
ik HH T A PN BT s A 98 0E AT 980/ TR TR RS R / 5 L6 P 2 £ e

[0713]  AEAE— PR A E, T FENPP1 2 ik (ENPP1EKENPP1 -FeBRENPPL - # ) #E4k
JE Bk R RN SC SR IR AL A B R K S ECCL I A —ME Z Bl (D) /MRS PRI
(1) FRBRAE AR N9 20, DL S (111) SCHRHE N J5 VSMCHE FE 0k /b o 3X Fho7 v 8 T8
ENPP1mRNA (8{ENPP1-Fc mRNABZENPP1 - [ 2% I mRNA) 335326 3] Py 5z 40 B, ik Py e 4 e 3k T
mRNAFH 128 Ji5 76 S AAE A AL AL R IKENPP LA 1 o

[0714]  ENPPImRNAfK) =4

[0715] A4k il ik vy 1 U WA 45, A S Bl s R R 5 B 7R & (HotStar HiFidelity
Polymerase Kit) (f&[E A /R EHIYIA AT (Qiagen,Hilden,Germany)) 4 3575 ENPP1DNA
P H I peDNA 3. 35y (F [ 245 8 DA% fJEurofins Genomics/A ] (Eurofins Genomics
GmbH,Ebersberg,Germany)) - HHQiaquick PCRZEALIAF & (LA A A]) XTPCRI=4) (PCRYE A
A AR 53 R # AAE (Eppendorf , Wesseling, Germany) ) #EAT 24K, - #4132 P B4 5 W
45, FIMEGAscript 1T7il ) & (ks Z A% $7 7 5F #JAmbion /A 7] (Ambion,Glasgow,Scotland))
PR AR NS SR ImRNA .

[0716] A ¥ XFmRNABEAT A8 , K537 -0-Mem7G (5”) ppp (5°) G RNA Cap#h i) 25l (f [ 5
2 AR T k% 2= 9255 % (New England Biolabs,Frankfurt,Germany)) PA &4 UTPFICTP
AR R T -5 - ZBEFR B AN5 - FH JE MU EF -5 - =W BRI (SE [ IR 48 JE 1 M 23 P55 1)
TriLink Biotech/A#] (TriLink Biotech,San Diego,CA,USA)) % ¥ in &) jg b o X+
RNABG A, BE RS BES 1wl RNAPE ] 771 (R R SR8 ZEBR K /R BHE 22 7] (Thermo
Scientific,Waltham)) .45 FRNeasyiif &L (JLAN A H]) XA A% 3% (I mRNAEAT 4fi4L
15 FH mE AR s B it X771 &5 (Antarctic Phosphatase Kit) GHTo@f% %SG =) X4 4lifl fJmRNA
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2R AL, IF H X FRNeasy i8I & (FLAN 2 7)) #EAT 264k . 35 5 A0 [E] i A2 7 LA FH e GFP
DNA = A5 34 9 (1) 2 5.7 Y6 85 [ (eGFP) mRNA. (Avci-Adali M,Behring A,Keller T,
Krajewski S,Schlensak C,Wendel HP(2014) &SN E i H 2B MG FImRNA R D % 4 N N B2
ML S EAREBER ML (Optinized conditions for successful
transfection of human endothelial cells with in vitro synthesized and
modified mRNA for induction of protein expression.) {AEW T FE¥4E (J Biol
Eng) )8:8) -

[0717]  J@ i 7E I8 i 20 5% JL OHEK 29 340 B X ATPHEAT 7K M J I 8 Uit 28 ol TR b SR 36 A B e 2B
[RIENPP 1mRNA [1) T % o 4 Z2 ENPP 1mRNA%% J% JHEK29 341 i 5 20uM  ATP (42 [ BAAR 2% /R 1
moLab /4 &) (moLab, Langenfeld,Germany) ) BifF A Xt I8 KIPBSTERE )T & (Polymax 1040,
] it U LA ) #E ZR XA ®] (Heidolph, Schwabach, Germany) ) EAE37CR —#&2ii & 107>
B FEBEAR = PAMP 2 ARG O T, ATP A EAFAEENPP LR 175 190 T il HsF 8] £ HHE 2 1T P i 68
FH & AR JE IATP A , FEAFAEATP I 0 T 15 21 1 ENPP1 W 463 2 14 52, I H A 305 2]
fih 2 v DL A 38 B o 2

[0718] HZEBRE

[0719] S 7 JF & FUVFENPP ImRNA Jay {53 338 36 F1 P B2 20 o 704 P9 3 G () AR s PRS2 3R 2
B 5B P74 I ENPP ImRNAVR 78 75 thermanox 3R 3% A b o K , B thermanox 388} 25 3% Fr
(Nunc , 3 [ Z2 2 K /R BHE A F] (Thermo Scientific,USA)) #5403 2895 2 . B 5% B ARFL
100. 000/NHEK2934H - b £ 1 2L

[0720]  24/pEH)E, #4201 Lipofectaminbd J210ng ENPPImRNAS50n] Opti-MEMVE S, 3F H.
FEZE IR NI B 2070 8o [, K5k B R FLRL - 3 - W IR (PLGA) (RA 4Rt #55 1Y) ok 1) 2 71
(Evoniks,Darmstadt) ) fif 25 5K (20mg/m1) B 10n 1 FBEAE990u ] 2,12 . T8 (He & 200ng /
ml) HH AR 200u] PLGAVA R 554 I A R4

[0721]  FEEEL T, LAIED vk Ml thermanox 33 iR 78 1 - eGFP mRNARIJE B 7K FH A X6
FR o EK T8 R 2 BB T ) AR B A0 PR b 2 1T, [T HEK 29 344 i B2 A i i 7 6 o R FH 25038 v
KA HAEST CRIBY CO, i & 24/ V A8/ FIT2/)N , 9K J5 18 FHFACS canif i A 3£ 47 43
e

[0722] g FH i =N i R | EEHEK 29 340 B ENPP 1 ) 234 o M| FHHLENPP 1 - 2 s 25 7 ik U1
fig (FITC) HTARXFENPP1 ¥R 78 B thermonox 2 B Fr %% #& 1Y 41 B A0 % 18 41 fg 4 €2, %7
ENPP1mRNA/PLGAZE 75 ] thermonox 3% 1 il & J& HIHEK29 320 M i3E 4T L =40 i 2 A T 1A\
7~ HHENPP 1mRNA M\PLGA YR JZ B T8, EH ILENPP 13238 1) 386 0 T0UA ] 7 58 8 T 3 3% v Ji5 24/
A8 /NI AN T2/ NN JE A 3] o

[0723] %I HEHEK29340MAH LL , (FL B HE T IR 7B A B IR 4L i 1) thermonox #3 J)
0.5-1ngJENPP1mRNA T 3 B 7 5 78 24 /)N I )5t & DA 5 <3 %% 58 T-ENPP ImRNA VR 78 1)
thermonox#I% F FTHEKAH fig HHENPP 145 [ 3R IA )38 0

[0724]  ANZZATE—BARHI AT, A SCHR Y, 78 SCERAE W) )50 A6 Ak 2 3K FENPP 1T5UHA 15975 41
JE B3 Jk F R PR B 5 > L/ INA A 2E

[0725] S5 4- ] £ FIAEN FH V697 Sk sk A A8 A0 1 J& ifiL 45 (R ENPP 1HR 78 S 48

[0726]  FEptSfrh , {8 FH 204758 2 PR 8 DARE N ENPP 134 78 1 5 48 U 7 ENPP LIR 78 (1) 3¢
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ZEAMHHT N TR 8 P52 28 AN JERE (1) D3 o i 8 ENPP 124 IR 8 (1) S 28, I HLAR J ¥4 i =
BEARENAE SN E B ik o 72 5E R s Q@ DA S0 3 kA BAS T 8 A2 8 TR 2 5 7E DU 2%
Bk COUMER B KR I B k) H 8 e 43— ANER AL, nsefal 1 B i o

[0727]  #I4GENPP LI T8 1) S 28

[0728]  {TAn] S B4R ARIE T4 78 B ENPP 12557 o 84 E5 52 S8 LUAE e 1 e b S 905 P o DL s 45 6
B HERE T VR A F] (Boston Scientific) FEFSIA T Medtronic) \Alvimedica
NHE] (Alvimedica) IR EITH AR A A (Lepu Medical Technology) - Eak B A A
(Cordis) <Balton @ (Balton) 8  H 2 /1A A] (Biotronik) . 4h & ah ik 32 22 1) K B B
(12mm%= 18mm) , BL4% Y FE Ay 5mm & 8mm , 18 5 FH T 50 & 15 7% 20 Bk AN % 2 ik A o Henry 28 A VE 4
FIA T AT T A E S KA [ 2R B SRR K R AN EAS (Henry 55N, B8 5 5% 300 JIE B 98 P
& (Tex Heart Inst J.)»2000;27(2):119-126) .

[0729] {5, #f4 B S B4R At i S B4R ] LU #5546 N ENPP 1R 78 1 v i =03 42 - Jl ek
£ FEENPP 1mRNA () 58 & WIS ELAE SCHE N 8, Bl i 1 A FEENPP ImRNABRENPP 1 22 K I 2R &
Vi I B AR B G I RIS E S R R T L

[0730]  ENPP1ER-G WM I —Le S5 £E LA T 7 Y, ENPP 1SR S W AT DA 7E SCHR 8 DA™
AENPP LI 78 B BE it NS48 ATkt , AT UK AR SR G Wi, N4 A 3RE 4R AR RE LR IR V4t
A2 ZRETRHABR IR VR A6 A2 I AR AT A N 2V R SGEENPP 1245 5I7E SR A W b i R e
P

[0731]  (a) ENPPLZ5FHIIEZH S (A) -10mg PCL (RN HE) &4 A1100ng ENPP1mRNA
(BXENPP1-Fc mRNABYENPP1- 45 FImRNA) 7 %5 ¥ Af T T B SR TR b B IS i BN 3
PeIEHR b, I HATIE 28 K 12- 24/ o JLF- 584 22 BRI A i » BB AR B HUH ENPP 122 4 11
PCLJE, H H¥ iR ORI Bl L. SemIfel . 5em K/, SR e # Hodt — BB B LUE & S QR
SR J5 ¥4 AL FEENPP LmRNA (BENPP1-Fc mRNABKENPP1 - [ 2% FImRNA) [ 58 & W i 22 355 78 AN 454
AR b v] DLEE R R vk DL s A B 50ng 2R AARDNAT 2% ¥ 78 A FKIXENPP1 £ ik (ENPP 1L
ENPP1-FcB(ENPP1 - 25 ) FI AR RS2 48,

[0732]  (b) ENPP1Z4#R EH &%) (B) -10mg EVA (ZH5- 2B 2 K5 1i8) &M 100ug
ENPP1mRNA (E{ENPP1-Fc mRNAEYENPP1- 4 45 FAmRNA) 75 5 I8 VA M T 70 B &K v
AR N B B 30 b, 3F BV R 28 R 12- 24/ o B T L 58 @ = a7 e, B bie B
ENPP1-mRNA (E{ENPP1-Fc mRNAEKENPP1- (4 &% FAmRNA) 25 2% AOEVARE , 3 FLK B i 5 17 1) pi
1.5cmIfel . 5semk /D o SR 5 K A1 HEENPP 1mRNA (BRENPP1-Fc mRNAEBYENPP1 - (4 28 FAmRNA) {58 &
IR 22 2 A2 AN RN S 2R 1 o v DL S AH [R) 1 07 v DAOd 1 4 FH 50ng 2 AR DNATI 2% 4 78 R 1A
ENPP1% Jik (ENPP1E{ENPP1 -FcBYENPPL - [ 28 1) MI# A I S0 42 .

[0733] "R 7 ELFEENPP L[ 55 ¥ VR Y — LL S 45] , m DL I8 55 1 it 4 21 S 28 1 DA
PP A ENPP LR (B i XS B8 AT b, mT DI AR SR S 8UA , in4E4 RE 4R RE LR IS
Y RERHABR G « YR A6 A T ARG FF H 8 00 21 W S5 VA R e ENPP 124 771 B £ e 1
[0734]  (c) ENPP1Z457)i% 24054 (C) -10mg PCL (3R LN TiE) B &) F1100ug ENPP1mRNAZE
i NS T O IR A A A B Sh A 55 25 15 451 AL FEENPP ImRNA (BRENPP1-Fe
mRNAZEENPP1 - (5 25 FAmRNA) [£) 10011 58 & WPCLIE R W5 75 32 48 (6mm x 20mm) b o 54k, 2305
% RGP DL 2 5 o B N i FE R SR K BE I 3 B A OB AL A 5 DA 3m L/ 4 Bl i

160



CN 116406281 A W OB P 152/156

B [n) SRR Z AL R O N BRI R B 8T 55 48 R G0 - R I, R SR 2 1@ it iR 60°C
IR 2 IRl R LI585 5 G W (a3t ) sk AR AH X = B 2 T 7 B e A Bt o mT L EE S5 AH
[7) 1) 77 2% LA e 48 FH 50ug 2 AR DNAH 4% 1 78 5 K IAENPP1 £ ik (ENPP1EKENPP1 -Fe B{ENPP1 -
HEH) ER S 4L,

[0735]  (d) ENPP1Z45ia)Z=4H -5 (D) - A A [ A0 XS 7 Ak R AS I 110 1 96 W TV i AE —
LI, 3F HAR S N B32(C) Hh B il (W58 55 25 155 55 3 et HLmE 21 5 48 b o IR SO
TEZ IR N5 708, DMl =& MR 28K o 78 28 L0 AR E0 35 ek B 1 U 78 S 4 A RE 42
DU /N ER) S TR B, DA ek F s J22 58 Tk o AR S P B HE U 78 S 8 el L8 AR 8 L/ IS F ) [R]
Bt #4100ug ENPPImRNATE % i T I T J0 B AR ZK 1 o 44 100w 144 AR 1) AL FHENPP 1 F 5 55
T LLIZ i 77 AU B SRR R 2 o A8 TR B R WAV W, AEIX P AR ol 1 Y 7RI S
ERERTFAR, B N OMAERER AN KENPP1mRNA (5ENPP1-Fc mRNAZKENPP1 - [ 25 FAmRNA) .
AT LA EE A [R5 15 LB {5 50ng 2R DNA S £ 142 78 6 2 15ENPP1 £ Jik (ENPP1EZENPP1 -
FeBENPPL - 8 H) ) #AR I SCHE IS IBE J5 78 =0 T 28K, B T B0 35 78 7ok i 74 1) 9 B
ENPP1 [ %544 o

[0736] (&) ENPP1Z455)i& 24054 (E) -10mg PCL (3R N Tig) B8 &) FNENPP1 22 ik (ENPP1 5,
ENPP1-FcEENPP1 - H & H HH AT —Fh) 76 % il T ¥ AR AE TG B X8 1K, BLIE 21 10mg/m1 (1)
ENPP12 JIK IR FE . ¥4 A FEENPP 1 £ Jtk (10mg/m1) 17 100n1 B8 & WPCLYA TR BTG 75 32 22 |, 41 (C)
HT IR

[0737]  (f) ENPP1Z5KIEEA AW (F) -0 (d) b Tt v 1 ) 4% 60 45 R R 11 342 78 57 42 . Mgt
FE P EUH VR 8 SR IR LA AN RR S /NI R B ] B o S ENPP 1 22 ik (ENPP1EKENPP1 -Fe B
ENPP1-H ) 7% i T AR AL BB ZE TR, BLR 2 10mg /m1 FENPP 1 22 IR BE o K5 1001
TARAR R ELFEENPP L M55 55 1 (10mg/m1) LA 5 =i iR B AN SR B UR 2 o S e
P WSSOI, FEIXFPB 5 N A I BE 5 78 R R 280k, B N B3 AE R Y ) ENPP 1mRNA o

[0738]  ZhWppsiy

[07391 MRV kUi K ) 5 & 9 25-35kg i =+ RAZESD AMSIER . =N R4 X
15k H — AN 2 AN b IR, WoHERS 2 5] iR A A F] K ETA F] Al vimedica /s ] |
R EITEARAE R B A F] Bal ton A H B H 2 1A A B ESC R H TIRERTT
F A IR R =N AS N S 22 1 TEENPP ImRNA . M AERS A B3 =+ N4 8 S0 28
(BMS) LA FHAEXT R 15 B o 4R 5 18 FH BR 48, 2 %58 RTENPP 14 78 10 S 2B HEAT K B, JR 47 , 3T 22 38 AR Bk
FAMERIEAR FE bR 58 R vEEREE ME Y AR BARAE HAE S ik 1) 5B AL b J T - A
FHAR 4 8 S 2205 T 4H A 2R A T 4 R 4881

[0740]  FEEBOR 510 olr A ¥E AL, DL 7 S 48 N P 7 A AR ot se 5] vh B i R 1), 450 R
2 IME PR IMLE G 52 R (QVA) 25 DUAS 1A SRS A7 o 40 S48 1R il it (1) 38 B2 473 o

[0741] S BRBE ML) P FE 0B A 30K 45 1 40 & COUMIR B Ik A i 3 sh k) 3k (B 3l ik — 4>
B S BESRAE — R TE SO R SR R e R4 R IR A 100mg ] W] DLAK 7228 14K, 1@ 3 i &
IS ARG 22 AT W12 48 (OCT) YRS BT A MU - SR 5 » 156 i 5245 B R S B840 iR sl ik 30 r
2 P EA A, Bl B S el CU 2R - Bk BE A, BRI RO R Bk 3 A A
5 &AW SCBSEN B R R 71/ BAR (R 25 AR RI130%) N AT B IR 78 <. B
TG, W3 1 3% 8 SN AL e 2R J5 I8 & 52 R FIOCT o 78 28 1A R B 44 /5 DU R
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SRR DT T I i R AR R % (OCT) Y28 B AR o B AL B 5k 1 40 8 5 BERS H i A7
TE10% H 22 phAR R G pR A

[0742] i} 55 A% FHENPP 193 78 S 4RI AR 42 & S 48 B 88 )48 s T AR SR T AR 3 28 4 i )&
B B AR N TS T AR B 2 %6 o T 5 R 46 8 S 28 ¥R T B 570 R 4 AH B, 45 FHENPPL -Fe i
T SCERIRIT )R B Rk 1 A5 s T AR B Ko Y034 9 4 S 2R T AR ARLARL o 5 FH 4 4 i S 42
[RIEREFROT R S AR L , A8 FHENPP 1 - Fe i 8 S 49697 B Bh 400 0038 A= A 5 52 R 030 A= P4 I i AR
TR 2 . F Ak, S R ZE AR L, A8 FHENPP L -Fe YA 7 B 240 085 25 Th AR %6 T A 4 22 14
K.

[0743]  [AIU, E 3t A FHENPP 134 78 1) ¢ 28 5K Jif Aoz Jiti FH ENPP 1 245 751 7L BA T3 77 368 06 97 91
B JoK AR A A8 Ak PRI PN 3 R / e A

[0744] S35 - i £& AHE N 1697 Shikis #FEAEAL S0 I E IENPP3 R 78 S48

[0745] 7R LS, 36 FH 2l 4F 4 sh i 28 LU N ENPP 3 78 11 37 28 DA 78 ENPP3 ¥R 78 11 52
ZEAMHHT N TR 8 P52 28 A JERE (1) D3 o i) 8 ENPP3 2] IR 8 () S 48, I HLAR S ¥4 i =
BERENAE SN E ik o 725 R sh e Q@ DA S0 E 3 ik Az B T8 A2 9 TR 2 5 7E DU 2%
Bk COUMER B KA I B K) H 8 e 45— ANERAL , nseqgl 1 Frf iR i o

[0746] 1|44 ENPP3R 78 I S0 42

[0747]  ATAR] S BRARIE T4 78 H ENPP3 25575 o A4 E5 52 S8 LU AE e 1 i b I 905 P o DL s 45 6
RSN T RN AT EHIAE] AlvimedicaA E] GRIFEEST HOR AT LB EA
Al \Balton A | BLH 2 /) 2wl AN Bk SR B FE A (12mm %2 18mm) , B A I [ Jy5mm %2
Smm, 8 % F Tk B 7 FE AN B AR BN K o Henry 2 A VELRHFE IR T o] B T 41 ik A 7] 25
RSB AN E AT (Henry 55 N, (B8 50 5= 17 Co I BHF 78 i 2% 35920005 27 (2) 0 119-126) &
[0748] {5, #f4 B S AR At S B4R ] LU R 3 Ak N ENPP3 ¥R 78 1 v i 203 42 - Jl ik
£ FEENPP3mRNA () 58 & WM B AE SCHE N 8, Bl i 4 A S ENPP3mRNABRENPP3 22 Ik I 2R &
Ve I B AR 5 G I RIS AE S R R T L.

[0749] "R 3TRH T ENPP3EE GBI — LLSEAF] , W] LLKFENPP3 SR & W T8 AE SC B N 15 LA
P A ENPP3IR T (B i XS BE AT b, T DI AR SR S 8UA , iIn4E4 RE 4R RE LR IS
YL REPRIAERTE R 1822 i AIATRT I 8 0 B, B ENPP L 24 71 75 R S W I 1) A
ETE

[0750]  (g) ENPP3Z455i& )2 4H &M (A) -10mg PCL (RN E) &4 A1100ng ENPP1mRNA
(BXENPP3-Fc mRNABYENPP3- (145 FImRNA) 7 %5 T ¥ Af T 0 B SR K b B IS i BN 3
PeIEMR b, I HATIE N8 K 12- 24/ o JLF- 584 22 BRI 1 a » BB AR _E HUH ENPP 32 45 1)
PCLAR , 3 H 4 AT B ) # 1 . Semdfe 1. Sem K/, S8 Ja b otk — DB B LG & S 4R R T .
SR 5 AL FEENPP3mRNA (B{ENPP3-Fe mRNABKENPP3 - (8% FAmRNA) f) 58 S Wi 22 35 4E AN 4
AR b v] DLEE R [R5 vk DL s A B 50ng 2R AARDNA 2% ¥ 78 A KIXENPP1 £ ik (ENPP3EL
ENPP3-FcE{ENPP3- 4 ) BIEAR I S 4L .

[0751]  (h) ENPP3Z4 7R 24 &%) (B) -10mg EVA (ZH5- 2B 2 K5 Ti8) &M 100ug
ENPP3mRNA (E{ENPP3-Fc mRNAEYENPP3- 445 FAmRNA) 75 5 6 VAT T0 B &1k b v
TR BN B EE AR b, 9F B8 K 12-24 /N o JUF 58 4 22 B v 57 Ja » MBI 3 bl B B HY
ENPP3-mRNA (8{ENPP3-Fc mRNABLENPP3- [ £ FImRNA) 25 2 I EVARR , 3 H ¥ B B U1 %1 A
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1.5cm3fel . 5emk /N o AR Ji5 s A HEENPP3mRNA (EXENPP3 -Fc mRNABYENPP3 - 5 25 FAmRNA) 1) R &
VIR 22 35 AE AR AN S 48 b o mT DL S AR [R] 0 v DLE it 5 B 50ng 2k RDNA T 2% 3 78 A Rk
ENPP3% Jik (ENPP3ELENPP3-FcBYENPP3 - (4 28 1) MI# A I S0 42 .

[0752] "R H 7R FEENPP3 [ 55 V0 VR Y — LL S5, W DK I8 55 1 it 4 21 S 28 1 DA
P A ENPP3IR A (B i XS BE AT b, 7T DK AR SR S 8UA , n4EA RE 44 RE LR IS
YL FREBE AR TS « VIR A6 A2 T FORTAT S 75 0 B W3 S5V VR P G2 ENPP3 24 711 1 Fee vk
[0753] (i) ENPP3Z45)i& 24054 (C) -10mg PCL (3R LN iE) B &) F1100ug ENPP3mRNATE
R TV AR T 0B SRR A8 P B BT 5 A 1 &K L HEENPP3mRNA (BENPP3-Fc
mRNAZKENPP3 - [9 25 FAmRNA) [£) 1001 58 & WPCLIE W5 £F 32 28 (6mm x 20mm) b o F5 4k, 2315
% RGP DL 2 5 o B e i FE R SO R K BE I 3 B A BB AL A 5 DA 3m L/ 4 Bl i R
B [0) SRR AL R O N BRI R B 8T 55 48 R G0 - R, R SR 2 1@ it iR 60°C
INFAH 2SS TBIR” R L5 o A 5 A4 B 1) ak AR A0 S 2032 T 19 B2 4Kl B mT DA &2 AH
[7) 1R 77 2% LA e 3 48 FH 50ug 2 AR DNATH 4% 1 78 A K IRENPP3 £ Ik (ENPP3E{ENPP3 - Fc B{ENPP3 -
HEH) ERT S 4L,

[0754]  (§) ENPP3Z 5 ia )= 4H -5 (D) - A4 A [T A0 XS 7 Ak AR IS 1100 1 96 W 0V i AE —
LI, 3 HAR S N B32(C) Hh B il (W58 55 25 155 55 3 et HLmE 21 5 48 b o IR SO
TEZIR T TR 70%1, UAE =& 40 78 5 o 18 B 25 HEAR ook 40 458 ik ) (1) 3% 78 S 28 n #vki 482
DU /N BRI TR B, DA ek F s J2 S8 Tk o AR S P B HE U 78 S 8 el L8 AR 8 L/ IS F ) [R]
B K5100ug ENPP3mRNATE 2 il T VA T~ TG iR A2 TR /K o 8 100R LARER B EL FEENPP 3 [ 1 55
VR LLIZ i 7 A R B SRR RE B R 2 o 38 B Ak R IR KOV VR, AR X RS 150 R YA IR Je
IR 2K, BT A3 AE R B P AYENPP3mRNA (5{ENPP3-Fc mRNAEEENPP3- (4 8% FAmRNA) o
AT LA EE A [R5 15 LB {8 50ng 2R DNA S £ 14 78 6 2 IAENPP3 £ Jik (ENPP3ELENPP3 -
FeBaENPP3- 8 H) I #AAR I SCHE I8 IBE 5 78 =0 T 28K, B T B0 35 78 7ok I 74 1) 9 B
ENPP3 [ 25 44 o

[0755] (k) ENPP3Z4 7114 /2454 (B) -10mg PCL (B T N fiE) B -5 Y AIENPP3 £ ik (ENPP3 Y,
ENPP3-Fc BENPP3 - [ 8 [ A (AT — i) 75 205 ¥ M3 7E T B W28 1K, LLUR B 10mg /m1 1
ENPP3 % ik ik J¥ . 44 G FEENPP3 2 Jik (10mg/m1) ¥ 10001 58 & IPCLYA TR il 76 S 22 |, 4n (C)
HT IR o

[0756] (1) ENPP3Z5FI 24144 (F) - (d) v BT it V8 1 1) 4% AL SR RE A 1 342 78 S 28 o MUt
FE P EUH VR 8 SR IR LA AN RR S /NI R B ] B o S ENPP3 2 ik (ENPP3EKENPP3-Fe B
ENPP3- 18 ) 7E SR N AR AE TG B AR /K A, LA E]10mg/m1 [FJENPP3 2 JIK IR B o 44 1001
LARFR 1) B FEENPP 3115 25 ¥ ¥R (10mg/m1) LLIZRT 77 it 3k 2 B A SO 2R I RE R U 2 o A8 A
P R AT 0, TE X R I 0 VA B G 70 =30 N 22K, B N A AL R A FUENPP3mRNA o

[0757]  BhWpE Y

[0758]  MP& MV R U5 K 8 925 - 35kg i — 1 RAZ 54 AR . = T AN A0 ]
12k H — AR AR LSRR, W Rs A & % iRl 2A A 7 R A F] Alvimedica /A 7
R EITEARAE R B A F] Bal ton A H B H 2 1A A IEBE ESCR R H TIRERTT
KA I RSB =D AR AN S 4R 1 B ENPP ImRNA o MUHE RS A 7] 35753 =+ M4 8 S0 28
(BMS) LA F{EXT R 1 B . 4R J5 1 R 48 2 ke WP ENPP 34 78 (1) S 2047 K 1 , IR 4 , I e B 7R Bk

163



CN 116406281 A W OB P 155/156 T

FAME RIEAR FE b AR5 8 R vEERE ME OB AR BARAE AL S ik 15847 b J T - A
FHAR 4 a8 S 2RI HE 20 B AT AR (R4

[0759]  FEEB ORI ol A ¥E AL, DL 7 S 48 N P B 78 A 2R ot se 5] vh e iR 1), 450 R g
B IME PR IMLE G 52 R (QVA) 25 DUAS 1A SRS A7 o 40 S48 1R il it (1) 38 B2 4% o

[0760] =7 BEBE L4 FC FF T E A 30K 45 F 40 & COUMIER Zh Ik A i 3 sh k) Bk (B 3l ik — 4>
SCEE) S BESRME — R TE SO IR SR R R4 R IR A 100mg ] W] DEAK . 7228 14K, 1@ i i &
IERC ARG AT Z 3 (OCT) VAL A A LA o 28 5 » 1k 26 1 52 497 11 R0 S 2246 1 Bl ik 7
2 P EA A, Bl B S b DU 2R - Bl B A, BRI RO R BR 3 A A
5 &I SCBEN B R B R 71/ BAR (R 25 AR RI130%) N AT B IR 78 <. B
TG, W3R 1 3% SN AL e 2R 5 I8 & 52 AR FIOCT o 78 28 1A R B 44 /5 DU R
FIFKE T A IE 2 AR A N AR (0CT) 1 E & RlAG o 1 AL BRIt 1) 41 J =75 B % S IFAis A7
TE10% HH PR G2 phAR /K Bk o

[0761] i} 5 A% FHENPP 3V 78 S A FN AR 4 & S 48 I 08 1) s T AR SR T AR 3 28 4 i )&
FE B AR N TS T AR B 2 %6 o T 5 R 46 8 S 28 ¥R T B 570 R 4 AH B, {5 FHENPP3-Fe i
78 SCHIRIT BB ER Sh Ik R /8 s TRARUH B K o T HA 9 20 S ZR T AR AR AUk o 5450 FH AR 4 J = 48
[RIERE TR R S AR L , A8 FHENPP3 - Fe i 8 S 49697 B Bh 400 003 A= P 5 52 R 0 30 A= P4 I i AR
TREA2= el o B AN, S5 R AL L L 18 FHENPP3-FedG T B Sh A ik 28 T AR 96 1B S5 35 P4
k.

[0762]  [AIIH:, 8 3t A FHENPP 334 78 1) S 28 5K Jif Aoz Jiti FH ENPP 3 245 741 7 BA T3 77 368 06 97 91 A
Sk A5 A A L P RS BE R/ BB 2

[0763]  EL 5N

[0764] AR SCHE K (BN 3 B A1 A1 B L R DL R s ke T R HR A A B A T N 2258 i 51
DA AR ELAR R N AR ST, 172 51 22 0 B 1T 1 P 22 ot

[0765]  ZERFE

[0766] AR AHH A4 AN T2 ANASE 5 0 SI2 B K DA TR 21 B e 05 1 2 A8 SCHRE IR 1) B A4 S it
B 2 S5 01 30 X LL SE R0E KB FE#E DLT BBUOR 223Kk 5 5 . A8 AR 24 @ AL
I SR B S AT H A T B STt A AR AT 2H A E AR A IR T8 BRI &

[0767]  HL'E St f5]

[0768]  FRAEHTIRFEIA , W 5 110 B WL 72 ] AR A SRR 1) 2 HEAT & AR A A iE o DU
FoO& T P AL 2% A B B A8 AN R RAE 5 )7 21 SRR IAENPP 1 BRENPP3 [ Dy g A8 4 B H AF
BA A JA 31 BAS [F 40 i 28 1Y 1 38 5 - 1 AR 3k 0 R0 FH 1968 97 AR AE A7 75 B M
BB A AT ART 55908 AN [R]85 B AR 0 A AEAR T A A FF TS B N AR AR AT H e
SEJEAG AL TR AR LR A

[0769]  FEASCH 178 & HATART 8 SR G 2238 1 51 3R BV IR 80 5 AR AR A B AN B3R BT
TR A (BT HA) 122 58 S 0T AR ST St 451 (1) 76 18 8 &5 A AT AT B A S it
A51) 1855 A AT H St 497 B S 40 () 2K ) S A7)

[0770]  AULHH b BT i S B A A JF 0L R R #FR 7 AR A T B 8 A ) 2 AR N 7% ()
IR o A o3 A R HRAE £ AR @ I 5| FH IR A S, 5] R R el [R) 45 52 I H 5
M8 7~ B — R B A B R G 2@ 5] R —FE
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<110>

Inozymeffil| %/~ @] (Inozyme Pharma, Inc.)

Westfaelische Wilhelms-Universitaet Muenster

Thompson, David
Rutsch, Frank

Nitschke, Yvonne

<120>
<130>
<140>
<141>
<150>
<151>
<160>
<170>
<210>
211>
212>
<213>
<220>
<223>
<400>

69T 40 B Bk 240 A Y A 7 7%
4427-10202
KoUK
2021-05-27

US 63/030,840
2020-05-27

72

PatentIn 3.5k
1

925

PRT

NLFH

ENPP1 IR 7 51) - B A= Y
1

Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser

1

5 10

Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn

20 25

Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro

35 40

Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro

50

95

Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr

65

70 75

Val Leu Ser Val Cys Val Leu Thr Thr Ile Leu

85 90

Leu Lys Pro Ser Cys Ala Lys Glu Val Lys Ser

100 105

Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys Asp

115 120

Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu Thr

166

Arg

Gly

Gln

Leu

60

Lys

Gly

Cys

Ala

Cys

Gly
Arg
Ala
45

Glu
Val
Cys
Lys
Ala

125
Ile

Gly
Asp
30

Ala
Lys
Leu
Ile
Gly
110

Cys

Glu

Glu
15
Arg

Ala

Ala

Ser

Phe

95

Arg

Val

Pro

Gly

Gly

Ser

Ala

Leu

80

Gly

Cys

Glu

Glu
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His
145
Arg
Cys
Glu
Thr
Leu
225
Cys
Phe
Gly
Ser
Pro
305
Phe
Tyr
Val
Thr
Val
385
Gly

Asn

Lys

130
Ile

Ser

Ile

Pro

Pro

210

His

Gly

Pro

Ile

Leu

290

Ile

Trp

Lys

Leu

Leu

370

Ser

Met

Leu

Tyr

Trp

Leu

Asn

Cys

195

Pro

Thr

Thr

Asn

Ile

275

Lys

Trp

Pro

Met

Gln

355

Tyr

Ser

Leu

Ile

Ile
435

Thr
Cys
Tyr
180
Glu
Thr
Trp
Tyr
His
260
Asp
Ser
Val
Gly
Tyr
340
Trp
Leu
Glu
Met
Leu

420
Tyr

Cys
Ala
165
Ser
Ser
Leu
Gly
Thr
245
Tyr
Asn
Lys
Thr
Ser
325
Asn
Leu
Glu
Val
Asp
405

Ile

Leu

Asn
150
Cys
Ser
Tle
Leu
Gly
230
Lys
Ser
Lys
Glu
Ala
310
Asp
Gly
Gln
Glu
Tle
390
Gly

Ser

Asn

135
Lys

Ser
Val
Asn
Phe
215
Leu
Asn
Tle
Met
Lys
295
Lys
Val
Ser
Leu
Pro
375
Lys
Leu

Asp

Lys

Phe
Asp
Cys
Glu
200
Ser
Leu
Met
Val
Tyr
280
Phe
Tyr
Glu
Val
Pro
360
Asp
Ala
Lys
His

Tyr
440

Arg
Asp
Gln
185
Pro
Leu
Pro
Arg
Thr
265
Asp
Asn
Gln
Ile
Pro
345
Lys
Ser
Leu
Glu
Gly

425
Leu

167

Cys
Cys
170
Gly
Gln
Asp
Val
Pro
250
Gly
Pro
Pro
Gly
Asn
330
Phe
Asp
Ser
Gln
Leu
410

Met

Gly

Gly
155
Lys
Glu
Cys
Gly
Tle
235
Val
Leu
Lys
Glu
Leu
315
Gly
Glu
Glu
Gly
Arg
395
Asn

Glu

Asp

140
Glu

Asp
Lys
Pro
Phe
220
Ser
Tyr
Tyr
Met
Trp
300
Lys
Tle
Glu
Arg
His
380
Val
Leu

Gln

Val

Lys
Lys
Ser
Ala
205
Arg
Lys
Pro
Pro
Asn
285
Tyr
Ser
Phe
Arg
Pro
365
Ser
Asp
His
Gly

Lys
445

Arg
Gly
Trp
190
Gly
Ala
Leu
Thr
Glu
270
Ala
Lys
Gly
Pro
Ile
350
His
Tyr
Gly
Arg
Ser

430

Asn

Leu
Asp
175
Val
Phe
Glu
Lys
Lys
255
Ser
Ser
Gly
Thr
Asp
335
Leu
Phe
Gly
Met
Cys
415

Cys

Ile

Thr
160
Cys
Glu
Glu
Tyr
Lys
240
Thr
His
Phe
Glu
Phe
320
Tle
Ala
Tyr
Pro
Val
400
Leu

Lys

Lys
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Val
Lys
465
Arg
Lys
Tyr
Tyr
Gln
545
Ala
Leu
His
His
Gly
625
Gln
Leu
Leu
Met
Thr
705
Ser

Tyr

Tyr

Tle
450
Tyr
Glu
Arg
Leu
Cys
530
Ala
Asp
Asn
Leu
Pro
610
Cys
Phe
Pro
Leu
Pro
690
Glu
Pro

Gly

Ser

Tyr

Tyr

Pro

Leu

Asp

ol5

Gly

Leu

Thr

Leu

Leu

595

Leu

Ser

Asn

Tyr

Ser

675

Leu

Asp

Val

Phe

Glu

Gly

Ser

Asn

His

500

Pro

Ser

Phe

Phe

Thr

580

Lys

Val

Cys

Leu

Gly

660

Gln

Trp

Phe

His

Leu

740
Ala

Pro
Phe
Gln
485
Phe
Gln
Gly
Val
Glu
565
Pro
Asn
Gln
Asn
Thr
645
Arg
His
Thr
Ser
Lys
725

Ser

Leu

Ala
Asn
470
His
Ala
Trp
Phe
Gly
550
Asn
Ala
Pro
Cys
Pro
630
Val
Pro
Gln
Ser
Asn
710
Cys

Pro

Leu

Ala
455
Tyr
Phe
Lys
Gln
His
535
Tyr
Ile
Pro
Val
Pro
615
Ser
Ala
Arg
Phe
Tyr
695
Cys
Ser

Pro

Thr

Arg

Glu

Lys

Ser

Leu

520

Gly

Gly

Glu

Asn

Tyr

600

Phe

Ile

Glu

Val

Met

680

Thr

Leu

Phe

Gln

Thr

Leu Arg Pro

Gly
Pro
Asp
505
Ala
Ser
Pro
Val
Asn
585
Thr
Thr
Leu
Glu
Leu
665
Ser
Val
Tyr
Tyr
Leu
745

Asn

168

Ile
Tyr
490
Arg
Leu
Asp
Gly
Tyr
570
Gly
Pro
Arg
Pro
Lys
650
Gln
Gly
Asp
Gln
Lys
730

Asn

Ile

Ala
475
Leu
Ile
Asn
Asn
Phe
555
Asn
Thr
Lys
Asn
Ile
635
Ile
Lys
Tyr
Arg
Asp
715
Asn

Lys

Val

Ser
460
Arg
Lys
Glu
Pro
Val
540
Lys
Leu
His
His
Pro
620
Glu
Tle
Glu
Ser
Asn
700
Phe
Asn

Asn

Pro

Asp

Asn

His

Pro

Ser

525

Phe

His

Met

Gly

Pro

605

Arg

Asp

Lys

Asn

Gln

685

Asp

Arg

Thr

Ser

Met

Val
Leu
Phe
Leu
510
Glu
Ser
Gly
Cys
Ser
590
Lys
Asp
Phe
His
Thr
670
Asp
Ser
Ile
Lys
Ser

750
Tyr

Pro
Ser
Leu
495
Thr
Arg
Asn
Tle
Asp
575
Leu
Glu
Asn
Gln
Glu
655
Tle
Tle
Phe
Pro
Val
735

Gly

Gln

Asp
Cys
480
Pro
Phe
Lys
Met
Glu
560
Leu
Asn
Val
Leu
Thr
640
Thr
Cys
Leu
Ser
Leu
720
Ser

Ile

Ser
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755 760 765
Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr Leu Leu Arg Lys Tyr
770 775 780
Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser Gly Pro Val Phe Asp
785 790 795 800
Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu Asn Leu Arg Gln Lys
805 810 815
Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile Pro Thr His Phe Phe
820 825 830
Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln Thr Pro Leu His Cys
835 840 845
Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro His Arg Thr Asp Asn
850 855 860
Ser Glu Ser Cys Val His Gly Lys His Asp Ser Ser Trp Val Glu Glu
865 870 875 880
Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp Val Glu His Ile Thr
885 890 895
Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro Val Ser Asp Ile Leu
900 905 910
Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln Glu Asp
915 920 925
210> 2
211> 1077
<212> PRT
Q213> NI
220>
<223> KEAZE-ENPP1-FC
220>
<221> SIGNAL
222> (19) .. (20)
223> 155 A PIE]
220>
<221> MISC FEATURE
<222> (852) .. (1078)
223> FRIRFcFA

<400> 2
Met Thr Arg Leu Thr Val Leu Ala Leu Leu Ala Gly Leu Leu Ala Ser
1 5 10 15

Ser Arg Ala Ala Pro Ser Cys Ala Lys Glu Val Lys Ser Cys Lys Gly
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Arg
Val
Pro
65

Leu
Asp
Val
Phe
Glu
145
Lys
Lys
Ser
Ser
Gly
225
Thr
Asp
Leu
Phe
Gly

305
Met

Cys
Glu
50

Glu
Thr
Cys
Glu
Glu
130
Tyr
Lys
Thr
His
Phe
210
Glu
Phe
Ile
Ala
Tyr
290

Pro

Val

Phe
35

Leu
His
Arg
Cys
Glu
115
Thr
Leu
Cys
Phe
Gly
195
Ser
Pro
Phe
Tyr
Val
275
Thr

Val

Gly

20
Glu

Gly

Ile

Ser

Ile

100

Pro

Pro

His

Gly

Pro

180

Ile

Leu

Ile

Trp

Lys

260

Leu

Leu

Ser

Met

Arg
Asn
Trp
Leu
85

Asn
Cys
Pro
Thr
Thr
165
Asn
Ile
Lys
Trp
Pro
245
Met
Gln
Tyr

Ser

Leu
325

Thr
Cys
Thr
70

Cys
Tyr
Glu
Thr
Trp
150
Tyr
His
Asp
Ser
Val
230
Gly
Tyr
Trp
Leu
Glu

310
Met

Phe
Cys
55

Cys
Ala
Ser
Ser
Leu
135
Gly
Thr
Tyr
Asn
Lys
215
Thr
Ser
Asn
Leu
Glu
295

Val

Asp

Gly
40

Leu
Asn
Cys
Ser
Ile
120
Leu
Gly
Lys
Ser
Lys
200
Glu
Ala
Asp
Gly
Gln
280
Glu

Ile

Gly

25

Asn
Asp
Lys
Ser
Val
105
Asn
Phe
Leu
Asn
Tle
185
Met
Lys
Lys
Val
Ser
265
Leu
Pro

Lys

Leu

170

Cys
Tyr
Phe
Asp
90

Cys
Glu
Ser
Leu
Met
170
Val
Tyr
Phe
Tyr
Glu
250
Val
Pro
Asp

Ala

Lys
330

Arg
Gln
Arg
75

Asp
Gln
Pro
Leu
Pro
155
Arg
Thr
Asp
Asn
Gln
235
Ile
Pro
Lys
Ser
Leu

315
Glu

Cys
Glu
60

Cys
Cys
Gly
Gln
Asp
140
Val
Pro
Gly
Pro
Pro
220
Gly
Asn
Phe
Asp
Ser
300

Gln

Leu

Asp
45

Thr
Gly
Lys
Glu
Cys
125
Gly
Ile
Val
Leu
Lys
205
Glu
Leu
Gly
Glu
Glu
285
Gly

Arg

Asn

30
Ala

Cys
Glu
Asp
Lys
110
Pro
Phe
Ser
Tyr
Tyr
190
Met
Trp
Lys
Ile
Glu
270
Arg
His
Val

Leu

Ala
Ile
Lys
Lys
95

Ser
Ala
Arg
Lys
Pro
175
Pro
Asn
Tyr
Ser
Phe
255
Arg
Pro
Ser

Asp

His
335

Cys
Glu
Arg
80

Gly
Trp
Gly
Ala
Leu
160
Thr
Glu
Ala
Lys
Gly
240
Pro
Ile
His
Tyr
Gly

320
Arg
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Cys
Cys
Tle
Pro
385
Ser
Leu
Thr
Arg
Asn
465
Tle
Asp
Leu
Glu
Asn
545
Gln
Glu
Tle
Tle
Phe

625

Pro

Leu
Lys
Lys
370
Asp
Cys
Pro
Phe
Lys
450
Met
Glu
Leu
Asn
Val
530
Leu
Thr
Thr
Cys
Leu
610

Ser

Leu

Asn
Lys
355
Val
Lys
Arg
Lys
Tyr
435
Tyr
Gln
Ala
Leu
His
51bh
His
Gly
Gln
Leu
Leu
595
Met

Thr

Ser

Leu
340
Tyr
Tle
Tyr
Glu
Arg
420
Leu
Cys
Ala
Asp
Asn
500
Leu
Pro
Cys
Phe
Pro
580
Leu
Pro

Glu

Pro

Ile

Ile

Tyr

Tyr

Pro

405

Leu

Asp

Gly

Leu

Thr

485

Leu

Leu

Leu

Ser

Asn

565

Tyr

Ser

Leu

Asp

Val

Leu

Tyr

Gly

Ser

390

Asn

His

Pro

Ser

Phe

470

Phe

Thr

Lys

Val

Cys

550

Leu

Gly

Gln

Trp

Phe

630
His

Tle
Leu
Pro
375
Phe
Gln
Phe
Gln
Gly
455
Val
Glu
Pro
Asn
Gln
535
Asn
Thr
Arg
His
Thr
615

Ser

Lys

Ser
Asn
360
Ala
Asn
His
Ala
Trp
440
Phe
Gly
Asn
Ala
Pro
520
Cys
Pro
Val
Pro
Gln
600
Ser

Asn

Cys

Asp
345
Lys
Ala
Tyr
Phe
Lys
425
Gln
His
Tyr
Ile
Pro
505
Val
Pro
Ser
Ala
Arg
585
Phe
Tyr
Cys

Ser

171

His

Tyr

Arg

Glu

Lys

410

Ser

Leu

Gly

Gly

Glu

490

Asn

Tyr

Phe

Ile

Glu

570

Val

Met

Thr

Leu

Phe

Gly
Leu
Leu
Gly
395
Pro
Asp
Ala
Ser
Pro
475
Val
Asn
Thr
Thr
Leu
555
Glu
Leu
Ser
Val
Tyr

635
Tyr

Met
Gly
Arg
380
Ile
Tyr
Arg
Leu
Asp
460
Gly
Tyr
Gly
Pro
Arg
540
Pro
Lys
Gln
Gly
Asp
620

Gln

Lys

Glu
Asp
365
Pro
Ala
Leu
Tle
Asn
445
Asn
Phe
Asn
Thr
Lys
525
Asn
Tle
Tle
Lys
Tyr
605
Arg

Asp

Asn

Gln
350
Val
Ser
Arg
Lys
Glu
430
Pro
Val
Lys
Leu
His
510
His
Pro
Glu
Tle
Glu
590
Ser
Asn

Phe

Asn

Gly

Lys

Asp

Asn

His

415

Pro

Ser

Phe

His

Met

495

Gly

Pro

Arg

Asp

Lys

075

Asn

Gln

Asp

Arg

Thr

Ser
Asn
Val
Leu
400
Phe
Leu
Glu
Ser
Gly
480
Cys
Ser
Lys
Asp
Phe
560
His
Thr
Asp
Ser
Tle

640
Lys
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Val Ser Tyr

Gly
Gln
Lys
705
Phe
Gln
Phe
His
Asp
785
Glu
Tle
Tle
Tle
Leu
865
Leu
Ser
Glu

Thr

Asn
945

Ile
Ser
690
Tyr
Asp
Lys
Phe
Cys
770
Asn
Glu
Thr
Leu
Asn
850
Gly
Met
His
Val
Tyr

930
Gly

Tyr
675
Phe
Ala
Phe
Arg
Ile
755
Glu
Ser
Leu
Gly
Lys
835
Asp
Gly
Ile
Glu
His
915

Arg

Lys

Gly
660
Ser
Gln
Glu
Asp
Arg
740
Val
Asn
Glu
Leu
Leu
820
Leu
Lys
Pro
Ser
Asp
900
Asn

Val

Glu

645
Phe

Glu
Val
Glu
Tyr
725
Val
Leu
Leu
Ser
Met
805
Ser
Lys
Thr
Ser
Arg
885
Pro
Ala

Val

Tyr

Leu
Ala
Ile
Arg
710
Asp
Ile
Thr
Asp
Cys
790
Leu
Phe
Thr
His
Val
870
Thr
Glu
Lys

Ser

Lys
950

Ser
Leu
Trp
695
Asn
Gly
Arg
Ser
Thr
775
Val
His
Tyr
His
Thr
855
Phe
Pro
Val
Thr
Val

935
Cys

Pro
Leu
680
Arg
Gly
Arg
Asn
Cys
760
Leu
His
Arg
Gln
Leu
840
Cys
Leu
Glu
Lys
Lys
920

Leu

Lys

Pro
665
Thr
Tyr
Val
Cys
Gln
745
Lys
Ala
Gly
Ala
Gln
825
Pro
Pro
Phe
Val
Phe
905
Pro

Thr

Val

172

650
Gln

Thr
Phe
Asn
Asp
730
Glu
Asp
Phe
Lys
Arg
810
Arg
Thr
Pro
Pro
Thr
890
Asn
Arg

Val

Ser

Leu

Asn

His

Val

715

Ser

Ile

Thr

Ile

His

795

Ile

Lys

Phe

Cys

Pro

875

Cys

Trp

Glu

Leu

Asn
955

Asn
Tle
Asp
700
Val
Leu
Leu
Ser
Leu
780
Asp
Thr
Glu
Ser
Pro
860
Lys
Val
Tyr
Glu
His

940
Lys

Lys
Val
685
Thr
Ser
Glu
Tle
Gln
765
Pro
Ser
Asp
Pro
Gln
845
Ala
Pro
Val
Val
Gln
925

Gln

Ala

Asn
670
Pro
Leu
Gly
Asn
Pro
750
Thr
His
Ser
Val
Val
830
Glu
Pro
Lys
Val
Asp
910
Tyr

Asp

Leu

655

Ser
Met
Leu
Pro
Leu
735
Thr
Pro
Arg
Trp
Glu
815
Ser
Asp
Glu
Asp
Asp
895
Gly
Asn

Trp

Pro

Ser
Tyr
Arg
Val
720
Arg
His
Leu
Thr
Val
800
His
Asp
Leu
Leu
Thr
880
Val
Val
Ser

Leu

Ala
960
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Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro

965 970 975
Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
980 985 990
Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
995 1000 1005

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
1010 1015 1020

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
1025 1030 1035

Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
1040 1045 1050

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
1055 1060 1065

Lys Ser Leu Ser Leu Ser Pro Gly Lys
1070 1075

<210> 3

<211> 1468

<212> PRT

Q213> NI

220>

<223> REAZ-ENPP1-Alb

<220>

<221> SIGNAL
222> (19) .. (20)
223> {55 FAIVIH
<220>
<221> MISC FEATURE
<222> (852) .. (1469)
223> ForHEARFS
<400> 3
Met Thr Arg Leu Thr Val Leu Ala Leu Leu Ala Gly Leu Leu Ala Ser
1 5 10 15
Ser Arg Ala Ala Pro Ser Cys Ala Lys Glu Val Lys Ser Cys Lys Gly
20 25 30
Arg Cys Phe Glu Arg Thr Phe Gly Asn Cys Arg Cys Asp Ala Ala Cys
35 40 45
Val Glu Leu Gly Asn Cys Cys Leu Asp Tyr Gln Glu Thr Cys Ile Glu
50 55 60
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Pro Glu His

65
Leu

Asp
Val
Phe
Glu
145
Lys
Lys
Ser
Ser
Gly
225
Thr
Asp
Leu
Phe
Gly
305
Met
Cys

Cys

Ile

Thr

Cys

Glu

Glu

130

Tyr

Lys

Thr

His

Phe

210

Glu

Phe

Ile

Ala

Tyr

290

Pro

Val

Leu

Lys

Lys

Arg
Cys
Glu
115
Thr
Leu
Cys
Phe
Gly
195
Ser
Pro
Phe
Tyr
Val
275
Thr
Val
Gly
Asn
Lys

355
Val

Tle
Ser
Tle
100
Pro
Pro
His
Gly
Pro
180
Tle
Leu
Tle
Trp
Lys
260
Leu
Leu
Ser
Met
Leu
340

Tyr

Ile

Trp
Leu
85

Asn
Cys
Pro
Thr
Thr
165
Asn
Ile
Lys
Trp
Pro
245

Met

Gln

Ser
Leu
325
Tle

Ile

Tyr

Thr
70

Cys
Tyr
Glu
Thr
Trp
150
Tyr
His
Asp
Ser
Val
230
Gly
Tyr
Trp
Leu
Glu
310
Met
Leu

Tyr

Gly

Cys

Ala

Ser

Ser

Leu

135

Gly

Thr

Tyr

Asn

Lys

215

Thr

Ser

Asn

Leu

Glu

295

Val

Asp

Ile

Leu

Pro

Asn
Cys
Ser
Ile
120
Leu
Gly
Lys
Ser
Lys
200
Glu
Ala
Asp
Gly
Gln
280
Glu
Ile
Gly
Ser
Asn

360
Ala

Lys Phe Arg

Ser
Val
105
Asn
Phe
Leu
Asn
Ile
185
Met
Lys
Lys
Val
Ser
265
Leu
Pro
Lys
Leu
Asp
345
Lys

Ala

174

Asp
90

Cys
Glu
Ser
Leu
Met
170
Val
Tyr
Phe
Tyr
Glu
250
Val
Pro
Asp
Ala
Lys
330
His
Tyr

Arg

75
Asp

Gln
Pro
Leu
Pro
155
Arg
Thr
Asp
Asn
Gln
235
Tle
Pro
Lys
Ser
Leu
315
Glu
Gly

Leu

Leu

Cys

Cys

Gly

Gln

Asp

140

Val

Pro

Gly

Pro

Pro

220

Gly

Asn

Phe

Asp

Ser

300

Gln

Leu

Met

Gly

Arg

Gly
Lys
Glu
Cys
125
Gly
Ile
Val
Leu
Lys
205
Glu
Leu
Gly
Glu
Glu
285
Gly
Arg
Asn
Glu
Asp

365

Pro

Glu

Asp

Lys

110

Pro

Phe

Ser

Tyr

Tyr

190

Met

Trp

Lys

Ile

Glu

270

His

Val

Leu

Gln

350

Val

Ser

Lys
Lys
95

Ser
Ala
Arg
Lys
Pro
175
Pro
Asn
Tyr
Ser
Phe
255
Arg
Pro
Ser
Asp
His
335
Gly

Lys

Asp

Arg
80

Gly
Trp
Gly
Ala
Leu
160
Thr
Glu
Ala
Lys
Gly
240
Pro
Ile
His
Tyr
Gly
320
Arg
Ser

Asn

Val



CN 116406281 A

.1l

10/144 51

Pro
385
Ser
Leu
Thr
Arg
Asn
465
Tle
Asp
Leu
Glu
Asn
545
Gln
Glu
Tle
Tle
Phe
625
Pro

Val

Gly

370
Asp

Cys
Pro
Phe
Lys
450
Met
Glu
Leu
Asn
Val
530
Leu
Thr
Thr
Cys
Leu
610
Ser
Leu

Ser

Ile

Lys
Arg
Lys
Tyr
435
Tyr
Gln
Ala
Leu
His
51h
His
Gly
Gln
Leu
Leu
595
Met
Thr
Ser

Tyr

Tyr
675

Tyr
Glu
Arg
420
Leu
Cys
Ala
Asp
Asn
500
Leu
Pro
Cys
Phe
Pro
580
Leu
Pro
Glu
Pro
Gly

660

Ser

Tyr
Pro
405
Leu
Asp
Gly
Leu
Thr
485
Leu
Leu
Leu
Ser
Asn
565
Tyr
Ser
Leu
Asp
Val
645

Phe

Glu

Ser
390
Asn
His
Pro
Ser
Phe
470
Phe
Thr
Lys
Val
Cys
550
Leu
Gly
Gln
Trp
Phe
630
His
Leu

Ala

375
Phe

Gln
Phe
Gln
Gly
455
Val
Glu
Pro
Asn
Gln
535
Asn
Thr
Arg
His
Thr
615
Ser
Lys

Ser

Leu

Asn

His

Ala

Trp

440

Phe

Gly

Asn

Ala

Pro

520

Cys

Pro

Val

Pro

Gln

600

Ser

Asn

Cys

Pro

Leu
680

Tyr
Phe
Lys
425
Gln
His
Tyr
Ile
Pro
505
Val
Pro
Ser
Ala
Arg
585
Phe
Tyr
Cys
Ser
Pro

665
Thr

175

Glu
Lys
410
Ser
Leu
Gly
Gly
Glu
490
Asn
Tyr
Phe
Tle
Glu
570
Val
Met
Thr
Leu
Phe
650

Gln

Thr

Gly
395
Pro
Asp
Ala
Ser
Pro
475
Val
Asn
Thr
Thr
Leu
555
Glu
Leu
Ser
Val
Tyr
635
Tyr

Leu

Asn

380
Ile

Tyr
Arg
Leu
Asp
460
Gly
Tyr
Gly
Pro
Arg
540
Pro
Lys
Gln
Gly
Asp
620
Gln
Lys

Asn

Ile

Ala
Leu
Ile
Asn
445
Asn
Phe
Asn
Thr
Lys
525
Asn
Ile
Ile
Lys
Tyr
605
Arg
Asp
Asn

Lys

Val
685

Arg
Lys
Glu
430
Pro
Val
Lys
Leu
His
510
His
Pro
Glu
Tle
Glu
590
Ser
Asn
Phe
Asn
Asn

670

Pro

Asn
His
415
Pro
Ser
Phe
His
Met
495
Gly
Pro
Arg
Asp
Lys
57h
Asn
Gln
Asp
Arg
Thr
655

Ser

Met

Leu
400
Phe
Leu
Glu
Ser
Gly
480
Cys
Ser
Lys
Asp
Phe
560
His
Thr
Asp
Ser
Ile
640
Lys

Ser

Tyr
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Gln
Lys
705
Phe
Gln
Phe
His
Asp
785
Glu
Tle
Tle
Tle
Ser
865
Tle
Val
His
Ala
Gly
945
Leu

Leu

Glu

Ser
690
Tyr
Asp
Lys
Phe
Cys
770
Asn
Glu
Thr
Leu
Asn
850
Ala
Ala
Leu
Ala
Asp
930
Asp
Ala

Gln

Ala

Phe

Ala

Phe

Arg

Ile

755

Glu

Ser

Leu

Gly

Lys

835

Met

Phe

His

Ile

Lys

915

Glu

Lys

Asp

His

Glu

Gln
Glu
Asp
Arg
740
Val
Asn
Glu
Leu
Leu
820
Leu
Lys
Ser
Arg
Ala
900
Leu
Ser
Leu
Cys
Lys

980
Ala

Val
Glu
Tyr
725
Val
Leu
Leu
Ser
Met
805
Ser
Lys
Trp
Arg
Tyr
885
Phe
Val
Ala
Cys
Cys
965

Asp

Met

Ile
Arg
710
Asp
Ile
Thr
Asp
Cys
790
Leu
Phe
Thr
Val
Gly
870
Asn
Ser
Gln
Ala
Ala
950
Thr

Asp

Cys

Trp
695
Asn
Gly
Arg
Ser
Thr
775
Val
His
Tyr
His
Thr
855
Val
Asp
Gln
Glu
Asn
935
Ile
Lys

Asn

Thr

Arg

Gly

Arg

Asn

Cys

760

Leu

His

Arg

Gln

Leu

840

Phe

Phe

Leu

Tyr

Val

920

Cys

Pro

Gln

Pro

Ser

Tyr Phe His

Val
Cys
Gln
745
Lys
Ala
Gly
Ala
Gln
825
Pro
Leu
Arg
Gly
Leu
905
Thr
Asp
Asn
Glu
Ser
985

Phe

176

Asn
Asp
730
Glu
Asp
Phe
Lys
Arg
810
Arg
Thr
Leu
Arg
Glu
890
Gln
Asp
Lys
Leu
Pro
970

Leu

Lys

Val
715
Ser
Tle
Thr
Tle
His
795
Tle
Lys
Phe
Leu
Glu
875
Gln
Lys
Phe
Ser
Arg
955
Glu

Pro

Glu

Asp
700
Val
Leu
Leu
Ser
Leu
780
Asp
Thr
Glu
Ser
Leu
860
Ala
His
Cys
Ala
Leu
940
Glu
Arg

Pro

Asn

Thr

Ser

Glu

Ile

Gln

765

Pro

Ser

Asp

Pro

Gln

845

Phe

His

Phe

Ser

Lys

925

His

Asn

Asn

Phe

Pro

Leu

Gly

Asn

Pro

750

Thr

His

Ser

Val

Val

830

Glu

Val

Lys

Lys

Tyr

910

Thr

Thr

Tyr

Glu

Glu

990
Thr

Leu
Pro
Leu
735
Thr
Pro
Arg
Trp
Glu
815
Ser
Asp
Ser
Ser
Gly
895
Asp
Cys
Leu
Gly
Cys
975

Arg

Thr

Arg
Val
720
Arg
His
Leu
Thr
Val
800
His
Asp
Leu
Gly
Glu
880
Leu
Glu
Val
Phe
Glu
960
Phe

Pro

Phe
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995 1000 1005

Met Gly His Tyr Leu His Glu Val Ala Arg Arg His Pro Tyr Phe
1010 1015 1020

Tyr Ala Pro Glu Leu Leu Tyr Tyr Ala Glu Gln Tyr Asn Glu Ile
1025 1030 1035

Leu Thr Gln Cys Cys Ala Glu Ala Asp Lys Glu Ser Cys Leu Thr
1040 1045 1050

Pro Lys Leu Asp Gly Val Lys Glu Lys Ala Leu Val Ser Ser Val
1055 1060 1065

Arg Gln Arg Met Lys Cys Ser Ser Met Gln Lys Phe Gly Glu Arg
1070 1075 1080

Ala Phe Lys Ala Trp Ala Val Ala Arg Leu Ser Gln Thr Phe Pro
1085 1090 1095

Asn Ala Asp Phe Ala Glu Ile Thr Lys Leu Ala Thr Asp Leu Thr
1100 1105 1110

Lys Val Asn Lys Glu Cys Cys His Gly Asp Leu Leu Glu Cys Ala
1115 1120 1125

Asp Asp Arg Ala Glu Leu Ala Lys Tyr Met Cys Glu Asn Gln Ala
1130 1135 1140

Thr Ile Ser Ser Lys Leu Gln Thr Cys Cys Asp Lys Pro Leu Leu
1145 1150 1155

Lys Lys Ala His Cys Leu Ser Glu Val Glu His Asp Thr Met Pro
1160 1165 1170

Ala Asp Leu Pro Ala Ile Ala Ala Asp Phe Val Glu Asp Gln Glu
1175 1180 1185

Val Cys Lys Asn Tyr Ala Glu Ala Lys Asp Val Phe Leu Gly Thr
1190 1195 1200

Phe Leu Tyr Glu Tyr Ser Arg Arg His Pro Asp Tyr Ser Val Ser
1205 1210 1215

Leu Leu Leu Arg Leu Ala Lys Lys Tyr Glu Ala Thr Leu Glu Lys
1220 1225 1230

Cys Cys Ala Glu Ala Asn Pro Pro Ala Cys Tyr Gly Thr Val Leu
1235 1240 1245

Ala Glu Phe Gln Pro Leu Val Glu Glu Pro Lys Asn Leu Val Lys
1250 1255 1260

Thr Asn Cys Asp Leu Tyr Glu Lys Leu Gly Glu Tyr Gly Phe Gln
1265 1270 1275

Asn Ala Ile Leu Val Arg Tyr Thr Gln Lys Ala Pro Gln Val Ser
1280 1285 1290
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Thr Pro Thr Leu Val Glu Ala Ala Arg Asn Leu Gly Arg Val Gly

1295 1300 1305

Thr Lys Cys Cys Thr Leu Pro Glu Asp Gln Arg Leu Pro Cys Val
1310 1315 1320

Glu Asp Tyr Leu Ser Ala Ile Leu Asn Arg Val Cys Leu Leu His
1325 1330 1335

Glu Lys Thr Pro Val Ser Glu His Val Thr Lys Cys Cys Ser Gly
1340 1345 1350

Ser Leu Val Glu Arg Arg Pro Cys Phe Ser Ala Leu Thr Val Asp
1355 1360 1365

Glu Thr Tyr Val Pro Lys Glu Phe Lys Ala Glu Thr Phe Thr Phe
1370 1375 1380

His Ser Asp Ile Cys Thr Leu Pro Glu Lys Glu Lys Gln Ile Lys
1385 1390 1395

Lys Gln Thr Ala Leu Ala Glu Leu Val Lys His Lys Pro Lys Ala
1400 1405 1410

Thr Ala Glu Gln Leu Lys Thr Val Met Asp Asp Phe Ala Gln Phe
1415 1420 1425

Leu Asp Thr Cys Cys Lys Ala Ala Asp Lys Asp Thr Cys Phe Ser
1430 1435 1440

Thr Glu Gly Pro Asn Leu Val Thr Arg Cys Lys Asp Ala Leu Ala
1445 1450 1455

Arg Ser Trp Ser His Pro Gln Phe Glu Lys
1460 1465

<210> 4

<211> 1594

<212> PRT

213> NI

220>

<223> KREAZE-ENPP1

220>

<221> SIGNAL

222> (19) .. (20)

223> {55 FAIVIH

<400> 4

Met Thr Arg Leu Thr Val Leu Ala Leu Leu Ala Gly Leu Leu Ala Ser

1 5 10 15

Ser Arg Ala Ala Pro Ser Cys Ala Lys Glu Val Lys Ser Cys Lys Gly
20 25 30
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Arg
Val
Pro
65

Leu
Asp
Val
Phe
Glu
145
Lys
Lys
Ser
Ser
Gly
225
Thr
Asp
Leu
Phe
Gly
305

Met

Cys

Cys
Glu
50

Glu
Thr
Cys
Glu
Glu
130
Tyr
Lys
Thr
His
Phe
210
Glu
Phe
Tle
Ala
Tyr
290
Pro

Val

Leu

Phe
35

Leu
His
Arg
Cys
Glu
115
Thr
Leu
Cys
Phe
Gly
195
Ser
Pro
Phe
Tyr
Val
275
Thr
Val

Gly

Asn

Glu

Gly

Ile

Ser

Ile

100

Pro

Pro

His

Gly

Pro

180

Ile

Leu

Ile

Trp

Lys

260

Leu

Leu

Ser

Met

Leu

Arg
Asn
Trp
Leu
85

Asn
Cys
Pro
Thr
Thr
165
Asn
Ile
Lys
Trp
Pro
245
Met
Gln
Tyr
Ser
Leu

325
Ile

Thr
Cys
Thr
70

Cys
Tyr
Glu
Thr
Trp
150
Tyr
His
Asp
Ser
Val
230
Gly
Tyr
Trp
Leu
Glu
310

Met

Leu

Phe
Cys
55

Cys
Ala
Ser
Ser
Leu
135
Gly
Thr
Tyr
Asn
Lys
215
Thr
Ser
Asn
Leu
Glu
295
Val

Asp

Ile

Gly
40

Leu
Asn
Cys
Ser
Ile
120
Leu
Gly
Lys
Ser
Lys
200
Glu
Ala
Asp
Gly
Gln
280
Glu
Ile

Gly

Ser

Asn Cys Arg

Asp

Lys

Ser

Val

105

Asn

Phe

Leu

Asn

Ile

185

Met

Lys

Lys

Val

Ser

265

Leu

Pro

Lys

Leu

Asp

179

Tyr
Phe
Asp
90

Cys
Glu
Ser
Leu
Met
170
Val
Tyr
Phe
Tyr
Glu
250
Val
Pro
Asp
Ala
Lys

330
His

Gln
Arg
75

Asp
Gln
Pro
Leu
Pro
155
Arg
Thr
Asp
Asn
Gln
235
Ile
Pro
Lys
Ser
Leu
315

Glu

Gly

Cys
Glu
60

Cys
Cys
Gly
Gln
Asp
140
Val
Pro
Gly
Pro
Pro
220
Gly
Asn
Phe
Asp
Ser
300
Gln

Leu

Met

Asp
45

Thr
Gly
Lys
Glu
Cys
125
Gly
Ile
Val
Leu
Lys
205
Glu
Leu
Gly
Glu
Glu
285
Gly
Arg

Asn

Glu

Ala

Cys

Glu

Asp

Lys

110

Pro

Phe

Ser

Tyr

Tyr

190

Met

Trp

Lys

Ile

Glu

270

Arg

His

Val

Leu

Gln

Ala
Ile
Lys
Lys
95

Ser
Ala
Arg
Lys
Pro
175
Pro
Asn
Tyr
Ser
Phe
255
Arg
Pro
Ser
Asp
His

335
Gly

Cys
Glu
Arg
80

Gly
Trp
Gly
Ala
Leu
160
Thr
Glu
Ala
Lys
Gly
240
Pro
Ile
His
Tyr
Gly
320

Arg

Ser
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Cys
Tle
Pro
385
Ser
Leu
Thr
Arg
Asn
465
Tle
Asp
Leu
Glu
Asn
545
Gln
Glu
Tle
Tle
Phe

625

Pro

Lys
Lys
370
Asp
Cys
Pro
Phe
Lys
450
Met
Glu
Leu
Asn
Val
530
Leu
Thr
Thr
Cys
Leu
610

Ser

Leu

Lys
355
Val
Lys
Arg
Lys
Tyr
435
Tyr
Gln
Ala
Leu
His
51h
His
Gly
Gln
Leu
Leu
595
Met

Thr

Ser

340
Tyr

Ile
Tyr
Glu
Arg
420
Leu
Cys
Ala
Asp
Asn
500
Leu
Pro
Cys
Phe
Pro
580
Leu
Pro

Glu

Pro

Tle
Tyr
Tyr
Pro
405
Leu
Asp
Gly
Leu
Thr
485
Leu
Leu
Leu
Ser
Asn
565
Tyr

Ser

Leu

Val
645

Tyr
Gly
Ser
390
Asn
His
Pro
Ser
Phe
470
Phe
Thr
Lys
Val
Cys
550
Leu
Gly
Gln
Trp
Phe

630
His

Leu
Pro
375
Phe
Gln
Phe
Gln
Gly
455
Val
Glu
Pro
Asn
Gln
535
Asn
Thr
Arg
His
Thr
615

Ser

Lys

Asn
360
Ala
Asn
His
Ala
Trp
440
Phe
Gly
Asn
Ala
Pro
520
Cys
Pro
Val
Pro
Gln
600
Ser

Asn

Cys

345
Lys

Ala
Tyr
Phe
Lys
425
Gln
His
Tyr
Ile
Pro
505
Val
Pro
Ser
Ala
Arg
585
Phe
Tyr

Cys

Ser

180

Tyr
Arg
Glu
Lys
410
Ser
Leu
Gly
Gly
Glu
490
Asn
Tyr
Phe
Ile
Glu
570
Val
Met
Thr

Leu

Phe
650

Leu
Leu
Gly
395
Pro
Asp
Ala
Ser
Pro
475
Val
Asn
Thr
Thr
Leu
555
Glu
Leu
Ser
Val
Tyr

635
Tyr

Gly
Arg
380
Ile
Tyr
Arg
Leu
Asp
460
Gly
Tyr
Gly
Pro
Arg
540
Pro
Lys
Gln
Gly
Asp
620

Gln

Lys

Asp
365
Pro
Ala
Leu
Ile
Asn
445
Asn
Phe
Asn
Thr
Lys
525
Asn
Ile
Ile
Lys
Tyr
605
Arg

Asp

Asn

350
Val

Ser
Arg
Lys
Glu
430
Pro
Val
Lys
Leu
His
510
His
Pro
Glu
Tle
Glu
590
Ser
Asn

Phe

Asn

Lys
Asp
Asn
His
415
Pro
Ser
Phe
His
Met
495
Gly
Pro
Arg
Asp
Lys
57h
Asn
Gln
Asp

Arg

Thr
655

Asn
Val
Leu
400
Phe
Leu
Glu
Ser
Gly
480
Cys
Ser
Lys
Asp
Phe
560
His
Thr
Asp
Ser
Ile

640
Lys
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Val
Gly
Gln
Lys
705
Phe
Gln
Phe
Ser
Thr
785
Cys
Thr
Cys
Tyr
Glu
865
Thr
Trp
Tyr
His
Asp

945

Ser

Ser
Ile
Ser
690
Tyr
Asp
Lys
Phe
Cys
770
Phe
Cys
Cys
Ala
Ser
850
Ser
Leu
Gly
Thr
Tyr
930

Asn

Lys

Tyr
Tyr
675
Phe
Ala
Phe
Arg
Ile
755
Ala
Gly
Leu
Asn
Cys
835
Ser
Ile
Leu
Gly
Lys
915
Ser

Lys

Glu

Gly
660
Ser

Gln

Glu

Lys
Asn
Asp
Lys
820
Ser
Val
Asn
Phe
Leu
900
Asn
Ile

Met

Lys

Phe

Glu

Val

Glu

Tyr

725

Val

Leu

Glu

Cys

Tyr

805

Phe

Asp

Cys

Glu

Ser

885

Leu

Met

Val

Tyr

Phe

Leu
Ala
Ile
Arg
710
Asp
Ile
Thr
Val
Arg
790
Gln
Arg
Asp
Gln
Pro
870
Leu
Pro
Arg
Thr
Asp

950

Asn

Ser
Leu
Trp
695
Asn
Gly
Arg
Ser
Lys
775
Cys
Glu
Cys
Cys
Gly
855
Gln
Asp
Val
Pro
Gly
935

Pro

Pro

Pro
Leu
680
Arg
Gly
Arg
Asn
Cys
760
Ser
Asp
Thr
Gly
Lys
840
Glu
Cys
Gly
Ile
Val
920
Leu

Lys

Glu

Pro
665
Thr
Tyr
Val
Cys
Gln
745
Lys
Cys
Ala
Cys
Glu
825
Asp
Lys
Pro
Phe
Ser
905
Tyr
Tyr
Met

Trp

181

Gln Leu

Thr Asn

Phe His

Asn Val
715

Asp Ser

730

Glu Ile

Asp Thr

Lys Gly

Ala Cys
795

Ile Glu

810

Lys Arg

Lys Gly

Ser Trp

Ala Gly
875

Arg Ala

890

Lys Leu

Pro Thr

Pro Glu

Asn Ala

955
Tyr Lys

Asn
Tle
Asp
700
Val
Leu
Leu
Ser
Arg
780
Val
Pro
Leu
Asp
Val
860
Phe
Glu
Lys
Lys
Ser
940

Ser

Gly

Lys
Val
685
Thr
Ser
Glu
Tle
Gln
765
Cys
Glu
Glu
Thr
Cys
845
Glu
Glu
Tyr
Lys
Thr
925
His
Phe

Glu

Asn

670

Pro

Leu

Gly

Asn

Pro

750

Thr

Phe

Leu

His

830

Cys

Glu

Thr

Leu

Cys

910

Phe

Gly

Ser

Pro

Ser

Met

Leu

Pro

Leu

735

Thr

Ala

Glu

Gly

Ile

815

Ser

Ile

Pro

Pro

His

895

Gly

Pro

Ile

Leu

Ile

Ser
Tyr
Arg
Val
720
Arg
His
Pro
Arg
Asn
800
Trp
Leu
Asn
Cys
Pro
880
Thr
Thr
Asn
Ile
Lys

960
Trp
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Val

Gly

Tyr

Gln

Leu

Val

Val

Cys

Ser

Lys

Ser

Ala

Tyr

Asp

Leu

His

Gly

Glu

Thr

Thr Ala

Ser Asp
995
Asn Gly
1010
Trp Leu
1025
Tyr Leu
1040
Ser Ser
1055
Gly Met
1070
Leu Asn
1085
Cys Lys
1100
Asn Tle
1115
Asp Val
1130
Arg Asn
1145
Leu Lys
1160
Arg Tle
1175
Ala Leu
1190
Gly Ser
1205
Tyr Gly
1220
Asn Tle
1235
Pro Ala
1250

Lys

980

Val

Ser

Gln

Glu

Glu

Leu

Leu

Lys

Lys

Pro

Leu

His

Glu

Asn

Asp

Pro

Glu

Pro

965

Glu

Val

Leu

Glu

Val

Met

Ile

Tyr

Val

Asp

Ser

Phe

Pro

Pro

Asn

Gly

Val

Asn

Gln

Ile

Pro

Pro

Pro

Ile

Asp

Leu

Ile

Ile

Lys

Cys

Leu

Leu

Ser

Val

Phe

Tyr

Asn

Gly Leu

Asn Gly
1000
Phe Glu
1015
Lys Asp
1030
Asp Ser
1045
Lys Ala
1060
Gly Leu
1075
Ile Ser
1090
Tyr Leu
1105
Tyr Gly
1120
Tyr Tyr
1135
Arg Glu
1150
Pro Lys
1165
Thr Phe
1180
Glu Arg
1195
Phe Ser
1210
Lys His
1225
Asn Leu
1240
Gly Thr
1255

Lys

985

Ile

Glu

Glu

Ser

Leu

Lys

Asp

Asn

Pro

Ser

Pro

Arg

Tyr

Lys

Asn

Gly

Met

His

182

970

Ser

Phe

Gly

Gln

Glu

His

Lys

Ala

Phe

Asn

Leu

Leu

Tyr

Met

Ile

Cys

Gly

Gly

Pro

Ile

Pro

His

Arg

Leu

Gly

Tyr

Ala

Asn

Gln

His

Asp

Cys

Gln

Glu

Asp

Ser

Thr Phe Phe
990

Asp Tle Tyr

1005

Leu Ala Val

1020

His Phe Tyr

1035

Ser Tyr Gly

1050

Val Asp Gly

1065

Asn Leu His

1080

Met Glu GIn

1095

Leu Gly Asp

1110

Arg Leu Arg

1125

Tyr Glu Gly

1140

His Phe Lys

1155

Phe Ala Lys

1170

Pro Gln Trp

1185

Gly Ser Gly

1200

Ala Leu Phe

1215

Ala Asp Thr

1230

Leu Leu Asn

1245

Leu Asn His

1260

975
Trp

Lys

Leu

Thr

Pro

Met

Arg

Gly

Val

Pro

Ile

Pro

Ser

Gln

Phe

Val

Phe

Leu

Leu

Pro

Met
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Leu

Pro

Gly

Thr

Glu

Thr

Gln

Asn

Asp

Lys

Leu

Thr

Tyr

Gly

Gly

Ile

Leu

Asn

Ser

Glu

Lys Asn
1265
Leu Val
1280
Cys Ser
1295
Gln Phe
1310
Thr Leu
1325
Ile Cys
1340
Asp Tle
1355
Asp Ser
1370
Phe Arg
1385
Asn Asn
1400
Asn Lys
1415
Asn Tle
1430
Phe His
1445
Val Asn
1460
Arg Cys
1475
Arg Asn
1490
Thr Ser
1505
Leu Asp
1520
Glu Ser
1535
Leu Leu

Pro

Gln

Cys

Asn

Pro

Leu

Leu

Phe

Ile

Thr

Asn

Val

Asp

Val

Asp

Gln

Cys

Thr

Cys

Met

Val

Cys

Asn

Leu

Tyr

Leu

Met

Ser

Pro

Lys

Ser

Pro

Thr

Val

Ser

Glu

Lys

Leu

Val

Leu

Tyr

Pro

Pro

Thr

Gly

Ser

Pro

Thr

Leu

Val

Ser

Met

Leu

Ser

Leu

Ile

Asp

Ala

His

His

Thr Pro
1270
Phe Thr
1285
Ser Ile
1300
Val Ala
1315
Arg Pro
1330
Gln His
1345
Leu Trp
1360
Glu Asp
1375
Ser Pro
1390
Ser Tyr
1405
Gly Ile
1420
Tyr Gln
1435
Leu Arg
1450
Gly Pro
1465
Glu Asn
1480
Leu Ile
1495
Thr Ser
1510
Phe Ile
1525
Gly Lys
1540
Arg Ala

Lys His Pro

Arg

Leu

Glu

Arg

Gln

Thr

Phe

Val

Gly

Tyr

Ser

Lys

Val

Leu

Pro

Gln

Leu

His

Arg

183

Asn

Pro

Glu

Val

Phe

Ser

Ser

His

Phe

Ser

Phe

Tyr

Phe

Arg

Thr

Thr

Pro

Asp

Ile

Pro

Ile

Lys

Leu

Met

Tyr

Asn

Lys

Leu

Glu

Gln

Ala

Gln

His

Pro

His

Ser

Thr

Lys Glu
1275
Arg Asp
1290
Glu Asp
1305
Ile Ile
1320
Gln Lys
1335
Ser Gly
1350
Thr Val
1365
Cys Leu
1380
Cys Ser
1395
Ser Pro
1410
Ala Leu
1425
Val Ile
1440
Glu Glu
1455
Phe Asp
1470
Lys Arg
1485
Phe Phe
1500
Leu His
1515
Arg Thr
1530
Ser Trp
1545
Asp Val

Val

Asn

Phe

Lys

Glu

Tyr

Asp

Tyr

Phe

Pro

Leu

Trp

Arg

Tyr

Arg

Ile

Cys

Asp

Val

Glu

His

Leu

Gln

His

Asn

Ser

Arg

Gln

Tyr

Gln

Thr

Arg

Asn

Asp

Val

Val

Glu

Asn

Glu

His
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1550 1555 1560
Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro Val Ser
1565 1570 1575
Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln Glu
1580 1585 1590
Asp
<210> b5
<211> 888
<212> PRT
Q213> NI
220>
<223> ENPP2ZBEIR 7 %) - Bf AR A
<400> 5
Met Ala Arg Arg Ser Ser Phe Gln Ser Cys Gln Ile Ile Ser Leu Phe
1 5 10 15
Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr Ala His Arg
20 25 30
Ile Lys Arg Ala Glu Gly Trp Glu Glu Gly Pro Pro Thr Val Leu Ser
35 40 45
Asp Ser Pro Trp Thr Asn Ile Ser Gly Ser Cys Lys Gly Arg Cys Phe
50 55 60
Glu Leu Gln Glu Ala Gly Pro Pro Asp Cys Arg Cys Asp Asn Leu Cys
65 70 75 80
Lys Ser Tyr Thr Ser Cys Cys His Asp Phe Asp Glu Leu Cys Leu Lys
85 90 95
Thr Ala Arg Gly Trp Glu Cys Thr Lys Asp Arg Cys Gly Glu Val Arg
100 105 110
Asn Glu Glu Asn Ala Cys His Cys Ser Glu Asp Cys Leu Ala Arg Gly
115 120 125
Asp Cys Cys Thr Asn Tyr Gln Val Val Cys Lys Gly Glu Ser His Trp
130 135 140
Val Asp Asp Asp Cys Glu Glu Ile Lys Ala Ala Glu Cys Pro Ala Gly
145 150 155 160
Phe Val Arg Pro Pro Leu Ile Ile Phe Ser Val Asp Gly Phe Arg Ala
165 170 175
Ser Tyr Met Lys Lys Gly Ser Lys Val Met Pro Asn Ile Glu Lys Leu
180 185 190
Arg Ser Cys Gly Thr His Ser Pro Tyr Met Arg Pro Val Tyr Pro Thr
195 200 205

184
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Lys
Ser
225
Thr
Gly
Thr
Tle
Ala
305
Phe
Gly
Asn
Arg
Leu
385
Ala
Pro
Leu
Glu
Pro
465
Val

Tyr

Met

Thr
210
His
Phe
Gln
Phe
Leu
290
Phe
Gly
Gln
Val
Thr
370
Val
Lys
Asp
His
Arg
450
Ser
Asn

Lys

Cys

Phe

Gly

His

Pro

Phe

275

Gln

Tyr

Pro

Leu

Ile

355

Glu

Pro

Tyr

Gln

Tyr

435

Arg

Gly

Ser

Thr

Asp

Pro

Ile

Leu

Ser
Glu
Met
340
Phe
Phe
Gly
Asp
His
420
Ala
Trp
Lys
Met
Lys

500
Leu

Asn
Val
Arg
245
Trp
Ser
Leu
Glu
Met
325
Asp
Val
Leu
Thr
Pro
405
Phe
Asn
His
Cys
Gln
485

Val

Leu

Leu
Gly
230
Gly
Ile
Val
Thr
Gln
310
Thr
Gly
Gly
Ser
Leu
390
Lys
Lys
Asn
Val
Phe
470
Thr

Pro

Gly

Tyr
215
Asn
Arg
Thr
Val
Leu
295
Pro
Asn
Leu
Asp
Asn
375
Gly
Ala
Pro
Arg
Ala
455
Phe
Val

Pro

Leu

Thr

Ser

Glu

Ala

Ile

280

Pro

Asp

Pro

Lys

His

360

Tyr

Arg

Ile

Tyr

Arg

440

Arg

Gln

Phe

Phe

Lys

Leu Ala Thr

Met
Lys
Thr
265
Pro
Asp
Phe
Leu
Gln
345
Gly
Leu
Tle
Tle
Leu
425
Tle
Lys
Gly
Val
Glu
505

Pro

185

Tyr
Phe
250
Lys
His
His
Ser
330
Leu
Met
Thr
Arg
Ala
410
Lys
Glu
Pro
Asp
Gly
490

Asn

Ala

Asp
235
Asn
Gln
Glu
Glu
Gly
315
Glu
Lys
Glu
Asn
Ser
395
Asn
Gln
Asp
Leu
His
475
Tyr

Ile

Pro

Gly
220
Pro

His

Gly

Leu
Asp
Val
380
Lys
Leu
His
Ile
Asp
460
Gly
Gly

Glu

Asn

Leu

Val

Arg

Val

Arg

285

Pro

Lys

Asp

His

Val

365

Asp

Phe

Thr

Leu

His

445

Val

Phe

Ser

Leu

Asn

Tyr
Phe
Trp
Lys
270
Ile
Ser
Tyr
Lys
Arg
350
Thr
Asp
Ser
Cys
Pro
430
Leu
Tyr
Asp
Thr
Tyr

510
Gly

Pro
Asp
Trp
255
Ala
Leu
Val
Gly
Ile
335
Cys
Cys
Ile
Asn
Lys
415
Lys
Leu
Lys
Asn
Phe
495

Asn

Thr

Glu
Ala
240
Gly
Gly
Thr
Tyr
Pro
320
Val
Val
Asp
Thr
Asn
400
Lys
Arg
Val
Lys
Lys
480
Lys

Val

His
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Gly
Pro
545
Ser
Asn
Glu
Asn
Gly
625
Thr
Thr
His
Ser
Phe
705
Ala
Val
Arg
Asp
Ser
785

Leu

Ser

Ser
530
Glu
Asp
Lys
Ala
Ile
610
Arg
Asp
Ser
Leu
Gln
690
Leu
Phe
Trp
Asn
Gly
770
Ser

Asp

Ser

515
Leu

Glu

Phe

Leu

Glu

595

Asn

Pro

Phe

Tyr

Thr

675

Asn

Phe

Leu

Asn

Gly

755

Leu

Ile

Phe

Phe

Asn
Val
Asp
Asp
580
Thr
Gly
Ala
Glu
Thr
660
Ser
Cys
Pro
Val
Tyr
740
Val
His
Pro

Thr

Ile
820

His
Thr
Leu
565
Glu
Arg
Asn
Val
Ser
645
Val
Cys
Leu
Pro
Thr
725
Phe
Asn
Asp
Val
Gln

805
Leu

Leu
Arg
550
Gly
Leu
Lys
Phe
Leu
630
Gly
Ser
Val
Ala
Tyr
710
Asn
Gln
Val
Thr
Pro
790

Pro

Pro

Leu
535
Pro
Cys
Asn
Phe
Glu
615
Tyr
Tyr
Lys
Arg
Tyr
695
Leu
Met
Arg
Ile
Glu
775
Thr

Ala

His

520
Arg

Asn
Thr
Lys
Arg
600
Pro
Arg
Ser
Gln
Pro
680
Lys
Ser
Val
Val
Ser
760
Asp
His
Asp

Arg

Thr Asn Thr

Tyr
Cys
Arg
585
Gly
Arg
Thr
Glu
Ala
665
Asp
Asn
Ser
Pro
Leu
745
Gly
Lys
Tyr

Lys

Pro
825

186

Pro
Asp
570
Leu
Ser
Lys
Arg
Ile
650
Glu
Val
Asp
Ser
Met
730
Val
Pro
Ile
Tyr
Cys

810
Asp

Gly
555
Asp
His
Arg
Glu
Tyr
635
Phe
Val
Arg
Lys
Pro
715
Tyr
Lys
Ile
Lys
Ser
795

Asp

Asn

Phe
540
Ile
Lys
Thr
Asn
Arg
620
Asp
Leu
Ser
Val
Gln
700
Glu
Pro
Lys
Phe
Gln
780
Ile

Gly

Glu

525
Arg

Met
Val
Lys
Glu
605
His
Tle
Met
Ser
Ser
685
Met
Ala
Ala
Tyr
Asp
765
Tyr
Tle

Pro

Glu

Pro

Tyr

Glu

Gly

590

Asn

Leu

Leu

Pro

Val

670

Pro

Ser

Lys

Phe

Ala

750

Tyr

Val

Thr

Leu

Ser
830

Thr
Leu
Pro
57h
Ser
Lys
Leu
Tyr
Leu
655
Pro
Ser
Tyr
Tyr
Lys
735
Ser
Asp
Glu
Ser
Ser

815
Cys

Met
Gln
560
Lys
Thr
Glu
Tyr
His
640
Trp
Asp
Phe
Gly
Asp
720
Arg
Glu
Tyr
Gly
Cys
800

Val

Asn
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Ser Ser Glu Asp Glu Ser

Thr

Arg
865

835

Ala Arg Val Arg Asp

850

Lys Thr Ser Arg Ser

870

Leu His Thr Tyr Glu Ser

<210> 6

211>
212>
<213>

<220>

223>

<400> 6

Glu
1
Gly
Cys
Met
Cys
65
Tyr
Asp
Val
Trp
His
145

His

Asp

Lys
Leu
Cys
Cys
50

Ser
Lys
Thr
Tle
Asp
130
Ser

Tyr

Asn

827
PRT

NILF5)

Gln
Glu
Trp
35

Asn
Cys
Ser
Ala
Leu
115
Thr
Lys

Thr

Asn

Gly
Asn
20

Asp
Lys
Ser
Val
Gln
100
Phe
Leu
Tyr

Ile

Met
180

885

Ser
5
Cys
Phe
Phe
Asp
Cys
85
Gln
Ser
Met
Met
Val

165
Tyr

ENPP3 1]} 4 235 ¥4 35,

Cys
Arg
Glu
Arg
Asp
70

Gln
Ser
Met
Pro
Arg
150

Thr

Asp

Lys
Ile
855

Tyr

Glu

Arg
Cys
Asp
Cys
55

Cys
Gly
Gln
Asp
Asn
135
Ala

Gly

Val

Trp
840

Val Glu Glu

Glu His Leu Thr

Pro

Ile

Lys
Asp
Thr
40

Gly
Leu
Glu
Cys
Gly
120
Tle
Met

Leu

Asn

Glu Ile Leu

Lys
Val
25

Cys
Glu
Gln
Thr
Pro
105
Phe
Asn
Tyr

Tyr

Leu
185

187

Cys
10

Ala
Val
Thr
Arg
Ser

90
Glu

Lys
Pro
Pro

170

Asn

875

Phe

Cys

Glu

Arg

Lys

75

Gly

Ala

Leu

Thr

155

Glu

Lys

Leu
Ser

860
Thr

Asp
Lys
Ser
Leu
60

Asp
Leu
Phe
Glu
Lys
140
Lys

Ser

Asn

Met Lys Met His

845
Leu

Leu

Ala
Asp
Thr
45

Glu
Cys
Glu
Asp
Tyr
125
Thr
Thr
His

Phe

Asp Phe Phe

Lys Thr Tyr

Ser
Arg
30

Arg
Ala
Cys
Glu
Leu
110
Leu
Cys
Phe

Gly

Ser
190

Phe
15

Gly
Tle
Ser

Ala

Asn
95

Pro

Tyr

Gly

Pro

Ile

175
Leu

880

Arg
Asp
Trp
Leu
Asp
80

Cys
Pro
Thr
Ile
Asn
160

Ile

Ser
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Ser
Leu
Gly
225
Tyr
Trp
Phe
Arg
Met
305
Leu
Tyr
Gly
Ser
Asp
385
His
Gln
Gly
Leu
Glu
465

Pro

Val

Lys

Thr

210

Ser

Asn

Leu

Glu

Val

290

Glu

Leu

Met

Pro

Phe

370

Gln

Tyr

Gln

Asn

Ala

450

Asn

Ala

Pro

Glu
195
Ala
Glu
Gly
Asp
Glu
275
Tle
Gly
Ala
Thr
Ala
355
Asn
His
Ala
Trp
His
435
His
Tle

Pro

Phe

Gln

Met

Val

Ser

Leu

260

Pro

Lys

Leu

Asp

Asp

340

Pro

Ser

Phe

Lys

Leu

420

Gly

Gly

Glu

Asn

Tyr

Asn
Tyr
Ala
Val
245
Pro
Asp
Ala
Lys
His
325
Tyr
Arg
Glu
Lys
Asn
405
Ala
Tyr
Pro
Val
Asn

485
Glu

Asn
Gln
Tle
230
Pro
Lys
Ser
Leu
Gln
310
Gly
Phe
Tle
Glu
Pro
390
Val
Val
Asn
Ser
Tyr
470

Gly

Pro

Pro
Gly
215
Asn
Phe
Ala
Ser
Gln
295
Arg
Met
Pro
Arg
Ile
375
Tyr
Arg
Arg
Asn
Phe
455
Asn

Thr

Ser

Ala
200
Leu
Gly
Glu
Glu
Gly
280
Val
Asn
Asp
Arg
Ala
360
Val
Leu
Ile
Ser
Glu
440
Lys
Leu
His

His

Trp

Lys

Ser

Glu

Arg

265

His

Val

Leu

Gln

Ile

345

His

Arg

Thr

Asp

Lys

425

Phe

Glu

Met

Gly

Ala

188

Trp
Ala
Phe
Arg
250
Pro
Ala
Asp
His
Thr
330
Asn
Asn
Asn
Pro
Lys
410
Ser
Arg
Lys
Cys
Ser

490
Glu

His
Ala
Pro
235
Ile
Arg
Gly
His
Asn
315
Tyr
Phe
Ile
Leu
Asp
395
Val
Asn
Ser
Thr
Asp
475

Leu

Glu

Gly
Thr
220
Ser
Ser
Phe
Gly
Ala
300
Cys
Cys
Phe
Pro
Ser
380
Leu
His
Thr
Met
Glu
460
Leu

Asn

Val

Gln
205
Tyr
Tle
Thr
Tyr
Pro
285
Phe
Val
Asn
Tyr
His
365
Cys
Pro
Leu
Asn
Glu
445
Val
Leu
His

Ser

Pro

Phe

Tyr

Leu

Thr

270

Val

Gly

Asn

Lys

Met

350

Asp

Arg

Lys

Phe

Cys

430

Ala

Glu

Arg

Leu

Lys

Met
Trp
Met
Leu
255
Met
Ser
Met
Tle
Met
335
Tyr
Phe
Lys
Arg
Val
415
Gly
Tle
Pro
Tle
Leu

495
Phe

Trp
Pro
Pro
240
Lys
Tyr
Ala
Leu
Tle
320
Glu
Glu
Phe
Pro
Leu
400
Asp
Gly
Phe
Phe
Gln
480

Lys

Ser
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Val
Cys
Leu
545
Pro
Leu
Pro
Leu
Pro
625
Thr
Gln
Phe
Ala
Tyr
705
Leu
Thr
Leu
Ser
Thr

785
Asp

Cys
Pro
530
Asn
Phe
Tyr
Met
Pro
610

Ser

His

Arg
Thr
690
Asn
Ala
Ser
Asp
Cys
770

Ala

Phe

Gly
51bh
His
Leu
Gly
His
Trp
595
Pro
Glu
Gly
Asp
Lys

675
Glu

Asn
Cys
Val
755
Pro
His

Tyr

500
Phe

Leu

Thr

Arg

Arg

580

Ser

Thr

Ser

Phe

Ala

660
Met

Asp
Thr
Lys
740
Leu
Glu

Ile

Gln

Ala
Gln
Gln
Pro
565
Glu
Ser
Val
Gln
Leu
645
Leu
Trp
Asn
Gly
Asp
725
Asn
Pro
Gly

Ala

Asp
805

Asn
Asn
Glu
550
Arg
Tyr
Tyr
Pro
Lys
630
Tyr
Ile
Asp
Gly
His
710
Val
Lys
Phe
Lys
Arg

790
Lys

Pro
Ser
535
Glu
Val
Val
Thr
Asp
615
Cys
Pro
Thr
Tyr
Val
695
Phe
Pro
Ser
Tle
Pro
775

Val

Val

Leu
520
Thr
Tle
Leu
Ser
Val
600
Cys
Ser
Pro
Ser
Phe
680
Asn
Asp
Tle
His
Tle
760
Glu

Arg

Gln

505

Pro Thr Glu

Gln
Thr
Gln
Gly
585
Pro
Leu
Phe
Ala
Asn
665
His
Val
Ala
Pro
Thr
745
Pro
Ala

Asp

Pro

189

Leu
Ala
Lys
570
Phe
Gln
Arg
Tyr
Ser
650
Leu
Ser
Val
Pro
Thr
730
Pro
His
Leu

Val

Val
810

Glu
Thr
555
Asn
Gly
Leu
Ala
Leu
635
Asn
Val
Val
Ser
Asp
715
His
Glu
Arg
Trp
Glu

795

Ser

Ser
Gln
540
Val
Val
Lys
Gly
Asp
620
Ala
Arg
Pro
Leu
Gly
700
Glu
Tyr
Asn
Pro
Val
780

Leu

Glu

Leu
525
Val
Lys
Asp
Ala
Asp
605
Val
Asp
Thr
Met
Leu
685
Pro
Tle
Phe
Cys
Thr
765
Glu

Leu

Ile

510
Asp

Asn
Val
His
Met
590
Thr
Arg
Lys
Ser
Tyr
670
Tle
Tle
Thr
Val
Pro
750
Asn
Glu

Thr

Leu

Cys

Gln

Asn

Cys

075

Arg

Ser

Val

Asn

Asp

655

Glu

Lys

Phe

Lys

Val

735

Gly

Val

Arg

Gly

Gln
815

Phe
Met
Leu
560
Leu
Met
Pro
Pro
Tle
640
Ser
Glu
His
Asp
His
720
Leu
Trp
Glu
Phe
Leu

800
Leu
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Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Ile

210> 7

211>
212>
<213>

<220>

223>

<400> 7
Met Glu Ser Thr Leu Thr

1
Thr

Val

Glu

Gly

65

Cys

Met

Cys

Tyr

Asp

145

Val

Trp

His

His

Asp
225

Leu
Tle
Lys
50

Leu
Cys
Cys
Ser
Lys
130
Thr
Tle
Asp
Ser
Tyr

210

Asn

875
PRT

NIF3)

Lys
Met
35

Gln
Glu
Trp
Asn
Cys
115
Ser
Ala
Leu
Thr
Lys
195

Thr

Asn

820

Lys
20

Ser
Gly
Asn
Asp
Lys
100
Ser
Val
Gln
Phe
Leu
180
Tyr

Ile

Met

NPP3 & JL 1 7 41|

5
Tyr

Leu

Ser

Cys

Phe

85

Phe

Asp

Cys

Gln

Ser

165

Met

Met

Val

Tyr

Lys

Gly

Cys

Arg

70

Glu

Arg

Asp

Gln

Ser

150

Met

Pro

Arg

Thr

Asp
230

Leu
Ile
Leu
Arg
55

Cys
Asp
Cys
Cys
Gly
135
Gln
Asp
Asn
Ala
Gly

215
Val

Ala
Ala
Gly
40

Lys
Asp
Thr
Gly
Leu
120
Glu
Cys
Gly
Tle
Met
200

Leu

Asn

825

Thr
Cys
25

Leu
Lys
Val
Cys
Glu
105
Gln
Thr
Pro
Phe
Asn
185
Tyr

Tyr

Leu

190

Glu
10

Tle
Gly
Cys
Ala
Val
90

Thr
Arg
Ser
Glu
Arg
170
Lys
Pro

Pro

Asn

Gln

Val

Leu

Phe

Cys

75

Glu

Arg

Lys

Gly
155
Ala
Leu
Thr

Glu

Lys
235

Pro
Leu
Gly
Asp
60

Lys
Ser
Leu
Asp
Leu
140
Phe
Glu
Lys
Lys
Ser

220

Asn

Val
Leu
Leu
45

Ala
Asp
Thr
Glu
Cys
125
Glu
Asp
Tyr
Thr
Thr
205
His

Phe

Lys

Ala

30

Ser

Arg

Arg

Ala

110

Cys

Glu

Leu

Leu

Cys

190

Phe

Gly

Ser

Lys
15

Leu
Lys
Phe
Gly
Tle
95

Ser
Ala
Asn
Pro
Tyr
175
Gly
Pro

Ile

Leu

Asn

Leu

Leu

Arg

Asp

80

Trp

Leu

Asp

Cys

Pro

160

Thr

Ile

Asn

Ile

Ser
240
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Ser

Leu

Gly

Tyr

Trp

305

Phe

Arg

Met

Leu

Tyr

385

Gly

Ser

Asp

His

Gln

465

Gly

Leu

Glu

Pro

Val

Lys

Thr

Ser

Asn

290

Leu

Glu

Val

Glu

Leu

370

Met

Pro

Phe

Gln

Tyr

450

Gln

Asn

Ala

Asn

Ala

530

Pro

Glu
Ala
Glu

275
Gly

Glu
Tle
Gly
355
Ala
Thr
Ala
Asn
His
435
Ala
Trp
His
His
Tle
515

Pro

Phe

Gln
Met
260
Val
Ser
Leu
Pro
Lys
340
Leu
Asp
Asp
Pro
Ser
420
Phe
Lys
Leu
Gly
Gly
500
Glu

Asn

Tyr

Asn
245
Tyr
Ala
Val
Pro
Asp
325
Ala
Lys
His
Tyr
Arg
405
Glu
Lys
Asn
Ala
Tyr
485
Pro
Val

Asn

Glu

Asn

Gln

Ile

Pro

Lys

310

Ser

Leu

Gln

Gly

Phe

390

Ile

Glu

Pro

Val

Val

470

Asn

Ser

Tyr

Gly

Pro

Pro
Gly
Asn
Phe
295
Ala
Ser
Gln
Arg
Met
375
Pro
Arg
Ile
Tyr
Arg
455
Arg
Asn
Phe
Asn
Thr

535

Ser

Ala
Leu
Gly
280
Glu
Glu
Gly
Val
Asn
360
Asp
Arg
Ala
Val
Leu
440
Ile
Ser
Glu
Lys
Leu
520
His

His

Trp
Lys
265

Ser

Glu

His
Val
345
Leu
Gln
Ile
His
Arg
425
Thr
Asp
Lys
Phe
Glu
505
Met
Gly

Ala

191

Trp His
250
Ala Ala

Phe Pro

Arg Tle

Pro Arg
315
Ala Gly

330
Asp His

His Asn

Thr Tyr

Asn Phe
395

Asn Tle

410

Asn Leu

Pro Asp
Lys Val
Ser Asn
475
Arg Ser
490
Lys Thr
Cys Asp

Ser Leu

Glu Glu

Gly

Thr

Ser

Ser

300

Phe

Gly

Ala

Cys

Cys

380

Phe

Pro

Ser

Leu

His

460

Thr

Met

Glu

Leu

Asn

540
Val

Gln
Tyr
Tle
285
Thr
Tyr
Pro
Phe
Val
365
Asn
Tyr
His
Cys
Pro
445
Leu
Asn
Glu
Val
Leu
525
His

Ser

Pro

Phe

270

Leu

Thr

Val

Gly

350

Asn

Lys

Met

Arg

430

Lys

Phe

Cys

Ala

Glu

510

Leu

Lys

Met
255
Trp
Met
Leu
Met
Ser
335
Met
Tle
Met
Tyr
Phe
415
Lys
Arg
Val
Gly
Tle
495
Pro
Tle

Leu

Phe

Trp

Pro

Pro

Lys

Tyr

320

Ala

Leu

Ile

Glu

Glu

400

Phe

Pro

Leu

Asp

Gly

480

Phe

Phe

Gln

Lys

Ser
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545
Val Cys

Cys Pro

Leu Asn

Pro Phe
610

Leu Tyr

625

Pro Met

Leu Pro

Pro Ser

Thr His
690

Gln Tyr

705

Phe Arg

Ala Thr
Tyr Asn
Leu Ala

770
Thr Ser

785
Leu Asp

Ser Cys

Thr Ala

Asp Phe
850

Gly
His
Leu
595
Gly
His
Trp
Pro
Glu
675
Gly
Asp
Lys
Glu
Tyr
755
Asn
Cys
Val
Pro
His

835
Tyr

Phe
Leu
580
Thr
Arg
Arg
Ser
Thr
660
Ser
Phe
Ala
Met
740
Asp
Thr
Lys
Leu
Glu
820

Ile

Gln

Ala
565
Gln
Gln
Pro
Glu
Ser
645
Val
Gln
Leu
Leu
Trp
725
Asn
Gly
Asp
Asn
Pro
805
Gly

Ala

Asp

550

Asn
Asn
Glu
Arg
Tyr
630
Tyr
Pro
Lys
Tyr
Ile
710
Asp
Gly
His
Val
Lys
790
Phe
Lys

Arg

Lys

Pro
Ser
Glu
Val
615
Val
Thr
Asp
Cys
Pro
695
Thr
Tyr
Val
Phe
Pro
775
Ser
Tle
Pro

Val

Val
855

Leu
Thr
Tle
600
Leu
Ser
Val
Cys
Ser
680
Pro
Ser
Phe
Asn
Asp
760
Tle
His
Tle
Glu
Arg

840
Gln

Pro
Gln
585
Thr
Gln
Gly
Pro
Leu
665
Phe
Ala
Asn
His
Val
745
Ala
Pro
Thr
Pro
Ala
825

Asp

Pro

192

Thr

570

Leu

Ala

Lys

Phe

Gln

650

Tyr

Ser

Leu

Ser

730

Val

Pro

Thr

Pro

His

810

Leu

Val

Val

55h
Glu

Glu
Thr
Asn
Gly
635
Leu
Ala
Leu
Asn
Val
715
Val
Ser
Asp
His
Glu
795
Arg
Trp

Glu

Ser

Ser
Gln
Val
Val
620
Lys
Gly
Asp
Ala
Arg
700
Pro
Leu
Gly
Glu
Tyr
780
Asn
Pro
Val

Leu

Glu
860

Leu
Val
Lys
605
Asp
Ala
Asp
Val
Asp
685
Thr
Met
Leu
Pro
Tle
765
Phe
Cys
Thr
Glu
Leu

845
Ile

Asp
Asn
590
Val
His
Met
Thr
Arg
670
Lys
Ser
Tyr
Tle
Tle
750
Thr
Val
Pro
Asn
Glu
830

Thr

Leu

Cys
575
Gln
Asn
Cys
Arg
Ser
655
Val
Asn
Asp
Glu
Lys
735
Phe
Lys
Val
Gly
Val
815
Arg

Gly

Gln

560
Phe

Met
Leu
Leu
Met
640
Pro
Pro
Tle
Ser
Glu
720
His
Asp
His
Leu
Trp
800
Glu
Phe

Leu

Leu
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Lys Thr Tyr Leu Pro Thr Phe Glu Thr Thr Ile
865 870 875
<210> 8
<211> 1073
<212> PRT
213> N3
220>
<223> KEAZE-ENPP3-FC
<220>
<221> SIGNAL
222> (19) .. (20)
223> 155 A PIE] &
220>
<221> MISC FEATURE
222> (847) .. (1074)
223> FRIRFcFA
220>
<221> MISC FEATURE
222> (848) .. (1074)
223> FKIRFcFA
<400> 8
Met Thr Arg Leu Thr Val Leu Ala Leu Leu Ala Gly Leu Leu Ala Ser
1 5 10 15
Ser Arg Ala Ala Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp Ala
20 25 30
Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Ala Cys Lys Asp
35 40 45
Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu Ser Thr
50 55 60
Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Thr Arg Leu Glu
65 70 75 80
Ala Ser Leu Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys
85 90 95
Cys Ala Asp Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp Leu Glu
100 105 110
Glu Asn Cys Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp
115 120 125
Leu Pro Pro Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala Glu Tyr
130 135 140

193



CN 116406281 A

.1l

%=

29/144 7

Leu Tyr Thr

145
Cys

Phe
Gly
Ser
Pro
225
Phe
Tyr
Leu
Thr
Val
305
Gly
Asn
Lys
Met
Asp
385
Arg
Lys

Phe

Cys

Gly
Pro
Tle
Leu
210
Met
Trp
Met
Leu
Met
290
Ser
Met
Tle
Met
Tyr
370
Phe
Lys
Arg

Val

Gly

Tle
Asn
Tle
195
Ser
Asn
Pro
Pro
Lys
275
Tyr
Ala
Leu
Tle
Glu
355
Glu
Phe
Pro
Leu
Asp

435
Gly

Trp
His
His
180
Asp
Ser
Leu
Gly
Tyr
260

Trp

Phe

Met
Leu
340
Tyr

Gly

Ser

His
420
Gln

Gly

Asp
Ser
165
Tyr
Asn
Lys
Thr
Ser
245
Asn
Leu
Glu
Val
Glu
325
Leu
Met
Pro
Phe
Gln
405
Tyr

Gln

Asn

Thr
150
Lys
Thr
Asn
Glu
Ala
230
Glu
Gly
Asp
Glu
Tle
310
Gly
Ala
Thr
Ala
Asn
390
His
Ala

Trp

His

Leu

Tyr

Ile

Met

Gln

215

Met

Val

Ser

Leu

Pro

295

Lys

Leu

Asp

Asp

Pro

375

Ser

Phe

Lys

Leu

Gly

Met
Met
Val
Tyr
200
Asn
Tyr
Ala
Val
Pro
280
Asp
Ala
Lys
His
Tyr
360
Arg
Glu
Lys
Asn
Ala

440
Tyr

Pro Asn Ile

Arg
Thr
185
Asp
Asn
Gln
Tle
Pro
265
Lys
Ser
Leu
Gln
Gly
345
Phe
Tle
Glu
Pro
Val
425
Val

Asn

194

Ala
170
Gly
Val
Pro
Gly
Asn
250
Phe
Ala
Ser
Gln
Arg
330
Met
Pro
Arg
Ile
Tyr
410
Arg

Arg

Asn

155
Met

Leu
Asn
Ala
Leu
235
Gly
Glu
Glu
Gly
Val
315
Asn
Asp
Arg
Ala
Val
395
Leu
Ile

Ser

Glu

Asn

Tyr

Tyr

Leu

Trp

220

Lys

Ser

Glu

Arg

His

300

Val

Leu

Gln

Ile

His

380

Arg

Thr

Asp

Lys

Phe

Lys
Pro
Pro
Asn
205
Trp

Ala

Phe

Pro
285
Ala
Asp
His
Thr
Asn
365
Asn
Asn
Pro
Lys
Ser

445
Arg

Leu

Thr

Glu

190

Lys

His

Ala

Pro

Ile

270

Gly

His

Asn

Tyr

350

Phe

Ile

Leu

Val
430

Asn

Ser

Lys
Lys
175
Ser
Asn
Gly
Thr
Ser
255
Ser
Phe
Gly
Ala
Cys
335
Cys
Phe
Pro
Ser
Leu
415
His
Thr

Met

Thr
160
Thr
His
Phe
Gln
Tyr
240
Tle
Thr
Tyr
Pro
Phe
320
Val
Asn
Tyr
His
Cys
400
Pro
Leu

Asn

Glu
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Ala
465
Glu
Arg
Leu
Lys
Asp
545
Asn
Val
His
Met
Thr
625
Arg
Lys
Ser
Tyr
Ile
705
Ile

Thr

Val

450
Ile

Pro
Ile
Leu
Phe
530
Cys
Gln
Asn
Cys
Arg
610
Ser
Val
Asn
Asp
Glu
690
Lys
Phe

Lys

Val

Phe
Phe
Gln
Lys
51bh
Ser
Phe
Met
Leu
Leu
595
Met
Pro
Pro
Tle
Ser
675
Glu
His
Asp
His

Leu
755

Leu
Glu
Pro
500
Val
Val
Cys
Leu
Pro
580
Leu
Pro
Leu
Pro
Thr
660
Gln
Phe
Ala
Tyr
Leu

740
Thr

Ala
Asn
485
Ala
Pro
Cys
Pro
Asn
565
Phe
Tyr
Met
Pro
Ser
645
His
Tyr
Arg
Thr
Asn
725

Ala

Ser

His
470
Ile
Pro
Phe
Gly
His
550
Leu
Gly
His
Trp
Pro
630
Glu
Gly
Asp
Lys
Glu
710
Tyr

Asn

Cys

455
Gly

Glu
Asn
Tyr
Phe
535
Leu
Thr
Arg
Arg
Ser
615
Thr
Ser
Phe
Ala
Met
695
Arg
Asp

Thr

Lys

Pro
Val
Asn
Glu
520
Ala
Gln
Gln
Pro
Glu
600
Ser
Val
Gln
Leu
Leu
680
Trp
Asn
Gly

Asp

Asn
760

Ser
Tyr
Gly
505
Pro
Asn
Asn
Glu
Arg
585
Tyr
Tyr
Pro
Lys
Tyr
665
Ile
Asp
Gly
His
Val

745
Lys

195

Phe
Asn
490
Thr
Ser
Pro
Ser
Glu
570
Val
Val
Thr
Asp
Cys
650
Pro
Thr
Tyr
Val
Phe
730

Pro

Ser

Lys
475
Leu
His
His
Leu
Thr
555
Tle
Leu
Ser
Val
Cys
635
Ser
Pro
Ser
Phe
Asn
715
Asp

Ile

His

460
Glu

Met

Gly

Ala

Pro

540

Gln

Thr

Gln

Gly

Pro

620

Leu

Phe

Ala

Asn

His

700

Val

Ala

Pro

Thr

Lys
Cys
Ser
Glu
525
Thr
Leu
Ala
Lys
Phe
605
Gln
Arg
Tyr
Ser
Leu
685
Ser
Val
Pro

Thr

Pro
765

Thr
Asp
Leu
510
Glu
Glu
Glu
Thr
Asn
590
Gly
Leu
Ala
Leu
Asn
670
Val
Val
Ser
Asp
His

750
Glu

Glu
Leu
495
Asn
Val
Ser
Gln
Val
575
Val
Lys
Gly
Asp
Ala
655
Arg
Pro
Leu
Gly
Glu
735

Tyr

Asn

Val
480
Leu
His
Ser
Leu
Val
560
Lys
Asp
Ala
Asp
Val
640
Asp
Thr
Met
Leu
Pro
720
Tle

Phe

Cys
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Pro

Asn

785

Glu

Thr

Leu

Thr

Ser

865

Arg

Pro

Ala

Val

Tyr

945

Thr

Leu

Cys

Ser

Leu

Asp

Met

Leu

Gly
770
Val

Trp

Glu

Arg Phe

Gly Leu

Gln Leu
835
His Thr
850
Val Phe

Thr Pro

Glu Val
Thr
915
Val

Lys

Ser
930
Lys Cys

Ile Ser

Pro Pro

Val
995
Asn Gly
1010
Asp Ser
1025
Lys Ser
1040
His Glu
1055

Ser Pro

Leu

Leu

Ser

Thr

Asp

820

Lys

Cys

Leu

Glu

Lys

900

Lys

Leu

Lys

Lys

Ser

980

Lys

Gln

Asp

Arg

Ala

Gly

Asp

Cys

Ala

805

Phe

Thr

Pro

Phe

Val

885

Phe

Pro

Thr

Val

Ala

965

Arg

Gly

Pro

Gly

Trp

Leu

Lys

Val
Pro
790
His
Tyr
Tyr
Pro
Pro
870
Thr
Asn
Arg
Val
Ser
950
Lys
Glu
Phe
Glu
Ser

Gln

His

Leu Pro

775
Glu

Gly Lys

Ile Ala Arg

Gln Lys
825
Thr

Asp

Pro
840

Pro

Leu
Cys Ala
855
Pro

Lys Pro

Cys Val Val
Val
905

Gln

Trp Tyr

Glu Glu
920
Leu His Gln
935
Asn

Lys Ala

Gly Gln Pro

Glu Thr
985
Pro Ser
1000
Asn Asn Tyr
1015

Phe Phe Leu
1030

Gln Gly Asn
1045

Asn His Tyr
1060

Met

Tyr

196

Pro
Val
810
Val
Phe
Pro
Lys
Val
890
Asp
Tyr
Asp
Leu
Arg
970
Lys
Asp
Lys
Tyr

Val

Thr

Phe Ile Ile

Glu
795
Arg
Gln
Glu
Glu
Asp
875
Asp
Gly
Asn
Trp
Pro
955
Glu
Asn
Ile
Thr
Ser

Phe

Gln

Pro His Arg

780

Ala Leu Trp

Asp Val Glu

Val Ser
830

Ile

Pro
Thr Thr
845
Leu Leu Gly
860
Thr

Leu Met

Val Ser His

Val Glu Val
910
Thr Tyr
925

Asn

Ser

Leu
940
Ala

Gly

Pro Ile

Pro Gln Val

Gln Val Ser
990
Val Glu
1005
Thr Pro Pro
1020

Lys Leu Thr
1035

Ser Cys Ser
1050

Lys Ser Leu

1065

Ala

Pro
Val
Leu
815
Glu
Asp
Gly
Ile
Glu
895
His
Arg
Lys
Glu
Tyr
975
Leu
Trp
Val
Val

Val

Ser

Thr
Glu
800
Leu
Tle
Lys
Pro
Ser
880
Asp
Asn
Val
Glu
Lys
960
Thr

Thr

Glu
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1070

<210> 9

211> 1464
<212> PRT

213> NLR%)

<220>

<223> REFFRE-ENPP3-AEHA

<220>

<221> SIGNAL
<222> (19) .. (20)

223> F5FHHIT)E &

<220>

<221> MISC FEATURE
<222> (848) .. (1465)

223> RoxAEHAFS

<400> 9

Met Thr Arg Leu Thr

1
Ser Arg

Ser Phe

Arg Gly
50

Arg Tle

65

Ala Ser

Cys Ala
Glu Asn
Leu Pro

130
Leu Tyr
145

Cys Gly

Phe Pro

Ala
Arg
35

Asp
Trp
Leu
Asp
Cys
115
Pro
Thr

Ile

Asn

Ala
20

Gly
Cys
Met
Cys
Tyr
100
Asp
Val
Trp
His

His

5
Lys

Leu

Cys

Cys

Ser

85

Lys

Thr

Ile

Asp

Ser

165
Tyr

Val
Gln
Glu
Trp
Asn
70

Cys
Ser
Ala
Leu
Thr
150

Lys

Thr

Leu
Gly
Asn
Asp
55

Lys
Ser
Val
Gln
Phe
135
Leu

Tyr

Ile

Ala
Ser
Cys
40

Phe
Phe
Asp
Cys
Gln
120
Ser
Met

Met

Val

Leu
Cys
25

Arg

Glu

Arg

Gln
105
Ser
Met
Pro
Arg

Thr

197

Leu
10

Arg
Cys
Asp
Cys
Cys
90

Gly
Gln
Asp
Asn
Ala

170
Gly

Ala
Lys
Asp
Thr
Gly
75

Leu
Glu
Cys
Gly
Tle
155

Met

Leu

Gly
Lys
Val
Cys
60

Glu
Gln
Thr
Pro
Phe
140
Asn

Tyr

Tyr

Leu
Cys
Ala
45

Val
Thr
Arg
Ser
Glu
125
Arg
Lys

Pro

Pro

Leu
Phe
30

Cys
Glu
Arg
Lys
Trp
110
Gly
Ala
Leu

Thr

Glu

Ala
15

Asp
Lys
Ser
Leu
Asp
95

Leu
Phe
Glu
Lys
Lys

175

Ser

Ser
Ala
Asp
Thr
Glu
80

Cys
Glu
Asp
Tyr
Thr
160

Thr

His
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Gly
Ser
Pro
225
Phe
Tyr
Leu
Thr
Val
305
Gly
Asn
Lys
Met
Asp
385
Arg
Lys
Phe
Cys
Ala

465
Glu

Tle
Leu
210
Met
Trp
Met
Leu
Met
290
Ser
Met
Tle
Met
Tyr
370
Phe
Lys
Arg
Val
Gly
450

Ile

Pro

Tle
195
Ser
Asn
Pro
Pro
Lys
275
Tyr
Ala
Leu
Tle
Glu
355
Glu
Phe
Pro
Leu
Asp
435
Gly

Phe

Phe

180
Asp

Ser
Leu
Gly
Tyr
260
Trp
Phe
Arg
Met
Leu
340
Tyr
Gly
Ser
Asp
His
420
Gln
Gly

Leu

Glu

Asn

Lys

Thr

Ser

245

Asn

Leu

Glu

Val

Glu

325

Leu

Met

Pro

Phe

Gln

405

Tyr

Gln

Asn

Ala

Asn
485

Asn
Glu
Ala
230
Glu
Gly
Asp
Glu
Tle
310
Gly
Ala
Thr
Ala
Asn
390
His
Ala
Trp
His
His

470
Ile

Met
Gln
215
Met
Val
Ser
Leu
Pro
295
Lys
Leu
Asp
Asp
Pro
375
Ser
Phe
Lys
Leu
Gly
455

Gly

Glu

Tyr
200
Asn
Tyr
Ala
Val
Pro
280
Asp
Ala
Lys
His
Tyr
360
Arg
Glu
Lys
Asn
Ala
440
Tyr

Pro

Val

185
Asp

Asn
Gln
Tle
Pro
265
Lys
Ser
Leu
Gln
Gly
345
Phe
Tle
Glu
Pro
Val
425
Val
Asn

Ser

Tyr

198

Val
Pro
Gly
Asn
250
Phe
Ala
Ser
Gln
Arg
330
Met
Pro
Arg
Ile
Tyr
410
Arg
Arg
Asn

Phe

Asn
490

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

475
Leu

Leu
Trp
220
Lys
Ser
Glu
Arg
His
300
Val
Leu
Gln
Ile
His
380
Arg
Thr
Asp
Lys
Phe
460

Glu

Met

Asn
205
Trp
Ala
Phe
Arg
Pro
285
Ala
Asp
His
Thr
Asn
365
Asn
Asn
Pro
Lys
Ser
445
Arg

Lys

Cys

190
Lys

His
Ala
Pro
Tle
270
Arg
Gly
His
Asn
Tyr
350
Phe
Tle
Leu
Asp
Val
430
Asn
Ser

Thr

Asp

Asn

Gly

Thr

Ser

255

Ser

Phe

Gly

Ala

Cys

335

Cys

Phe

Pro

Ser

Leu

415

His

Thr

Met

Glu

Leu
495

Phe
Gln
Tyr
240
Tle
Thr
Tyr
Pro
Phe
320
Val
Asn
Tyr
His
Cys
400
Pro
Leu
Asn
Glu
Val

480
Leu
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Arg
Leu
Lys
Asp
545
Asn
Val
His
Met
Thr
625
Arg
Lys
Ser
Tyr
Ile
705
Ile
Thr
Val
Pro
Asn

785
Glu

Ile
Leu
Phe
530
Cys
Gln
Asn
Cys
Arg
610
Ser
Val
Asn
Asp
Glu
690
Lys
Phe
Lys
Val
Gly
770

Val

Arg

Gln
Lys
51bh
Ser
Phe
Met
Leu
Leu
595
Met
Pro
Pro
Tle
Ser
675
Glu
His
Asp
His
Leu
755
Trp

Glu

Phe

Pro
500
Val
Val
Cys
Leu
Pro
580
Leu
Pro
Leu
Pro
Thr
660
Gln
Phe
Ala
Tyr
Leu
740
Thr
Leu

Ser

Thr

Ala

Pro

Cys

Pro

Asn

565

Phe

Tyr

Met

Pro

Ser

645

His

Tyr

Arg

Thr

Asn

725

Ala

Ser

Asp

Cys

Ala

Pro
Phe
Gly
His
550
Leu
Gly
His
Trp
Pro
630
Glu
Gly
Asp
Lys
Glu
710
Tyr
Asn
Cys
Val
Pro

790
His

Asn
Tyr
Phe
535
Leu
Thr
Arg
Arg
Ser
615
Thr
Ser
Phe
Ala
Met
695
Arg
Asp
Thr
Lys
Leu
775

Glu

Ile

Asn
Glu
520
Ala
Gln
Gln
Pro
Glu
600
Ser
Val
Gln
Leu
Leu
680
Trp
Asn
Gly
Asp
Asn
760
Pro

Gly

Ala

Gly
505
Pro
Asn
Asn
Glu
Arg
585
Tyr
Tyr
Pro
Lys
Tyr
665
Ile
Asp
Gly
His
Val
745
Lys
Phe
Lys

Arg

199

Thr

Ser

Pro

Ser

Glu

570

Val

Val

Thr

Asp

Cys

650

Pro

Thr

Tyr

Val

Phe

730

Pro

Ser

Ile

Pro

Val

His
His
Leu
Thr
555
Tle
Leu
Ser
Val
Cys
635
Ser
Pro
Ser
Phe
Asn
715
Asp
Tle
His
Tle
Glu

795
Arg

Gly
Ala
Pro
540
Gln
Thr
Gln
Gly
Pro
620
Leu
Phe
Ala
Asn
His
700
Val
Ala
Pro
Thr
Pro
780

Ala

Asp

Ser
Glu
525
Thr
Leu
Ala
Lys
Phe
605
Gln
Arg
Tyr
Ser
Leu
685
Ser
Val
Pro
Thr
Pro
765
His
Leu

Val

Leu
510
Glu
Glu
Glu
Thr
Asn
590
Gly
Leu
Ala
Leu
Asn
670
Val
Val
Ser
Asp
His
750
Glu
Arg

Trp

Glu

Asn

Val

Ser

Gln

Val

075

Val

Lys

Gly

Asp

Ala

655

Arg

Pro

Leu

Gly

Glu

735

Tyr

Asn

Pro

Val

Leu

His
Ser
Leu
Val
560
Lys
Asp
Ala
Asp
Val
640
Asp
Thr
Met
Leu
Pro
720
Tle
Phe
Cys
Thr
Glu

800
Leu
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Thr

Leu

Trp

Arg

865

Tyr

Phe

Val

Ala

Cys

945

Cys

Asp

Met

Leu

Leu

Cys

Gly

Lys

Trp

Ala

Gly Leu
Gln Leu
835
Val Thr
850
Gly Val

Asn Asp

Ser Gln

Gln Glu
915
Ala Asn
930
Ala Tle

Thr Lys

Asp Asn
Thr
995
His Glu
1010
Leu Tyr
1025
Ala Glu
1040
Val Lys
1055
Cys Ser
1070
Ala Val
1085
Glu Ile
1100

Cys

Asp
820
Lys
Phe
Phe
Leu
Tyr
900
Val
Cys
Pro
Gln
Pro
980
Ser
Val
Tyr
Ala
Glu
Ser

Ala

Thr

805
Phe

Thr

Leu

Arg

Gly

885

Leu

Thr

Asp

Asn

Glu

965

Ser

Phe

Ala

Ala

Asp

Lys

Met

Arg

Lys

Tyr

Tyr

Leu

Arg

870

Glu

Gln

Asp

Lys

Leu

950

Pro

Leu

Lys

Arg

Glu

Lys

Ala

Gln

Leu

Leu

Gln Lys
825

Thr

Asp

Pro
840
Leu

Leu
Leu Phe
855
Glu

Ala His

Gln His Phe
Ser
905

Lys

Lys Cys

Phe Ala
920
Ser Leu His
935

Glu Asn

Glu Arg Asn
Phe
985
Asn Pro
1000
Arg His Pro
1015
Gln Tyr
1030
Glu Ser
1045
Leu Val
1060
Lys Phe
1075
Ser Gln
1090
Ala Thr
1105

Pro Pro

Glu

Asn

Cys

Ser

Gly

Thr

Asp

200

810
Val Gln

Phe Glu

Val Ser
Ser
875
Gly

Lys

Lys
890
Tyr Asp

Thr Cys

Thr Leu

Gly
955
Cys

Tyr

Glu
970
Glu Arg

Thr Thr

Tyr Phe

Glu Ile

Leu Thr

Ser Val

Glu Arg

Phe Pro

Leu Thr

Val Ser
830

Ile

Pro
Thr Thr
845
Gly Ser Ala
860
Glu

Ile Ala

Leu Val Leu

Glu Ala
910

Asp

His
Val Ala
925
Phe Gly
940

Glu

Asp

Leu Ala

Phe Leu Gln

Glu Ala
990
Met Gly
1005
Tyr Ala Pro
1020

Leu Thr Gln
1035

Pro Lys Leu
1050

Arg Gln Arg
1065

Ala Phe Lys
1080

Asn Ala Asp
1095

Lys Val Asn
1110

Pro

Phe

815
Glu

Met

Phe

His

Ile

895

Lys

Glu

Lys

Asp

His

975

Glu

His

Glu

Cys

Asp

Met

Ala

Phe

Lys

Tle
Lys
Ser
Arg
880
Ala
Leu
Ser
Leu
Cys
960
Lys

Ala

Tyr



CN 116406281 A

FF

.1l

%=

36/144 T

Glu

Glu

Lys

Cys

Ala

Tyr

Tyr

Leu

Ala

Pro

Leu

Val

Val

Thr

Ser

Val

Arg

Pro

Cys

Leu

Cys Cys
1115
Leu Ala
1130
Leu Gln
1145
Leu Ser
1160
Ile Ala
1175
Ala Glu
1190
Ser Arg
1205
Ala Lys
1220
Asn Pro
1235
Leu Val
1250
Tyr Glu
1265
Arg Tyr
1280
Glu Ala
1295
Leu Pro
1310
Ala Tle
1325
Ser Glu
1340
Arg Pro
1355
Lys Glu
1370
Thr Leu
1385
Ala Glu

His

Lys

Thr

Glu

Ala

Ala

Arg

Lys

Pro

Glu

Lys

Thr

Ala

Glu

Leu

His

Cys

Phe

Pro

Leu

Gly

Tyr

Cys

Val

Lys

His

Tyr

Ala

Glu

Leu

Gln

Arg

Asn

Val

Phe

Lys

Glu

Val

Asp

Met

Cys

Glu

Phe

Asp

Pro

Glu

Cys

Pro

Gly

Lys

Asn

Gln

Arg

Thr

Ser

Ala

Lys

Lys

Leu Leu
1120
Cys Glu
1135
Asp Lys
1150
His Asp
1165
Val Glu
1180
Val Phe
1195
Asp Tyr
1210
Ala Thr
1225
Tyr Gly
1240
Lys Asn
1255
Glu Tyr
1270
Ala Pro
1285
Leu Gly
1300
Arg Leu
1315
Val Cys
1330
Lys Cys
1345
Ala Leu
1360
Glu Thr
1375
Glu Lys
1390
His Lys

Glu Cys Ala

Asn

Pro

Thr

Leu

Ser

Leu

Thr

Leu

Gly

Gln

Arg

Pro

Leu

Cys

Thr

Phe

Gln

Pro

201

Gln

Leu

Met

Gln

Gly

Val

Glu

Val

Val

Phe

Val

Val

Cys

Leu

Ser

Val

Thr

Ile

Lys

Ala

Leu

Pro

Glu

Thr

Ser

Lys

Leu

Lys

Gln

Ser

Gly

Val

His

Gly

Asp

Phe

Lys

Ala

Asp Asp
1125
Thr Ile
1140
Lys Lys
1155
Ala Asp
1170
Val Cys
1185
Phe Leu
1200
Leu Leu
1215
Cys Cys
1230
Ala Glu
1245
Thr Asn
1260
Asn Ala
1275
Thr Pro
1290
Thr Lys
1305
Glu Asp
1320
Glu Lys
1335
Ser Leu
1350
Glu Thr
1365
His Ser
1380
Lys Gln
1395
Thr Ala

Arg

Ser

Ala

Leu

Lys

Leu

Ala

Phe

Cys

Ile

Thr

Cys

Tyr

Thr

Val

Tyr

Asp

Thr

Glu

Ala

Ser

His

Pro

Asn

Glu

Arg

Glu

Gln

Asp

Leu

Leu

Cys

Leu

Pro

Glu

Val

Ile

Ala

Gln
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1400 1405 1410

Leu Lys Thr Val Met Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys
1415 1420 1425

Cys Lys Ala Ala Asp Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro
1430 1435 1440

Asn Leu Val Thr Arg Cys Lys Asp Ala Leu Ala Arg Ser Trp Ser
1445 1450 1455

His Pro Gln Phe Glu Lys
1460

<210> 10

<211> 846

<212> PRT

Q213> NI

220>

<223> K AZE -ENPP3

220>

<221> SIGNAL

222> (19) .. (20)

223> 155 A PIE] &

<400> 10

Met Thr Arg Leu Thr Val Leu Ala Leu Leu Ala Gly Leu Leu Ala Ser

1 5 10 15

Ser Arg Ala Ala Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp Ala

20 25 30
Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Ala Cys Lys Asp
35 40 45

Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu Ser Thr
50 55 60

Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Thr Arg Leu Glu

65 70 75 80

Ala Ser Leu Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys

85 90 95
Cys Ala Asp Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp Leu Glu
100 105 110
Glu Asn Cys Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly Phe Asp
115 120 125

Leu Pro Pro Val Ile Leu Phe Ser Met Asp Gly Phe Arg Ala Glu Tyr
130 135 140

Leu Tyr Thr Trp Asp Thr Leu Met Pro Asn Ile Asn Lys Leu Lys Thr

202
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145

Cys Gly Ile

Phe
Gly
Ser
Pro
225
Phe
Tyr
Leu
Thr
Val
305
Gly
Asn
Lys
Met
Asp
385
Arg
Lys

Phe

Cys

Pro
Tle
Leu
210
Met
Trp
Met
Leu
Met
290
Ser
Met
Tle
Met
Tyr
370
Phe
Lys
Arg

Val

Gly
450

Asn
Tle
195
Ser
Asn
Pro
Pro
Lys
275
Tyr
Ala
Leu
Tle
Glu
355
Glu
Phe
Pro
Leu
Asp

435
Gly

His

His

180

Ser

Leu

Gly

260

Trp

Phe

Met

Leu

340

Gly

Ser

Asp

His

420

Gln

Gly

Ser
165
Tyr
Asn
Lys
Thr
Ser
245
Asn
Leu
Glu
Val
Glu
325
Leu
Met
Pro
Phe
Gln
405
Tyr

Gln

Asn

150
Lys

Thr
Asn
Glu
Ala
230
Glu
Gly
Asp
Glu
Tle
310
Gly
Ala
Thr
Ala
Asn
390
His
Ala

Trp

His

Tyr
Tle
Met
Gln
215
Met
Val
Ser
Leu
Pro
295
Lys
Leu
Asp
Asp
Pro
375
Ser
Phe
Lys

Leu

Gly
455

Met
Val
Tyr
200
Asn
Tyr
Ala
Val
Pro
280
Asp
Ala
Lys
His
Tyr
360
Arg
Glu
Lys
Asn
Ala

440
Tyr

Arg
Thr
185
Asp
Asn
Gln
Tle
Pro
265
Lys
Ser
Leu
Gln
Gly
345
Phe
Tle
Glu
Pro
Val
425

Val

Asn

203

Ala
170
Gly
Val
Pro
Gly
Asn
250
Phe
Ala
Ser
Gln
Arg
330
Met
Pro
Arg
Ile
Tyr
410
Arg

Arg

Asn

155
Met

Leu
Asn
Ala
Leu
235
Gly
Glu
Glu
Gly
Val
315
Asn
Asp
Arg
Ala
Val
395
Leu
Ile

Ser

Glu

Tyr
Tyr
Leu
Trp
220
Lys
Ser
Glu
Arg
His
300
Val
Leu
Gln
Ile
His
380
Arg
Thr
Asp

Lys

Phe
460

Pro
Pro
Asn
205
Trp
Ala
Phe
Arg
Pro
285
Ala
Asp
His
Thr
Asn
365
Asn
Asn
Pro
Lys
Ser

445
Arg

Thr
Glu
190
Lys
His
Ala
Pro
Ile
270
Arg
Gly
His
Asn
Tyr
350
Phe
Ile
Leu
Asp
Val
430

Asn

Ser

Lys
175
Ser
Asn
Gly
Thr
Ser
255
Ser
Phe
Gly
Ala
Cys
335
Cys
Phe
Pro
Ser
Leu
415
His
Thr

Met

160
Thr

His

Phe

Gln

Tyr

240

Ile

Thr

Tyr

Pro

Phe

320

Val

Asn

Tyr

His

Cys

400

Pro

Leu

Asn

Glu



CN 116406281 A

.1l

%=

39/144 T

Ala
465
Glu
Arg
Leu
Lys
Asp
545
Asn
Val
His
Met
Thr
625
Arg
Lys
Ser
Tyr
Ile
705
Ile
Thr

Val

Pro

Ile

Pro

Ile

Leu

Phe

530

Cys

Gln

Asn

Cys

Arg

610

Ser

Val

Asn

Asp

Glu

690

Lys

Phe

Lys

Val

Gly

Phe
Phe
Gln
Lys
51bh
Ser
Phe
Met
Leu
Leu
595
Met
Pro
Pro
Tle
Ser
675
Glu
His
Asp
His
Leu

755
Trp

Leu
Glu
Pro
500
Val
Val
Cys
Leu
Pro
580
Leu
Pro
Leu
Pro
Thr
660
Gln
Phe
Ala
Tyr
Leu
740

Thr

Leu

Ala
Asn
485
Ala
Pro
Cys
Pro
Asn
565
Phe
Tyr
Met
Pro
Ser
645
His
Tyr
Arg
Thr
Asn
725
Ala

Ser

Asp

His
470
Ile
Pro
Phe
Gly
His
550
Leu
Gly
His
Trp
Pro
630
Glu
Gly
Asp
Lys
Glu
710
Tyr
Asn

Cys

Val

Gly

Glu

Asn

Tyr

Phe

535

Leu

Thr

Arg

Arg

Ser

615

Thr

Ser

Phe

Ala

Met

695

Arg

Asp

Thr

Lys

Leu

Pro
Val
Asn
Glu
520
Ala
Gln
Gln
Pro
Glu
600
Ser
Val
Gln
Leu
Leu
680
Trp
Asn
Gly
Asp
Asn

760

Pro

Ser Phe Lys

Tyr
Gly
505
Pro
Asn
Asn
Glu
Arg
585
Tyr
Tyr
Pro
Lys
Tyr
665
Ile
Asp
Gly
His
Val
745
Lys

Phe

204

Asn
490
Thr
Ser
Pro
Ser
Glu
570
Val
Val
Thr
Asp
Cys
650
Pro
Thr
Tyr
Val
Phe
730
Pro

Ser

Ile

475
Leu

His
His
Leu
Thr
555
Tle
Leu
Ser
Val
Cys
635
Ser
Pro
Ser
Phe
Asn
715
Asp
Tle
His

Ile

Glu

Met

Gly

Ala

Pro

540

Gln

Thr

Gln

Gly

Pro

620

Leu

Phe

Ala

Asn

His

700

Val

Ala

Pro

Thr

Pro

Lys
Cys
Ser
Glu
525
Thr
Leu
Ala
Lys
Phe
605
Gln
Arg
Tyr
Ser
Leu
685
Ser
Val
Pro
Thr
Pro

765
His

Thr
Asp
Leu
510
Glu
Glu
Glu
Thr
Asn
590
Gly
Leu
Ala
Leu
Asn
670
Val
Val
Ser
Asp
His
750

Glu

Arg

Glu
Leu
495
Asn
Val
Ser
Gln
Val
575
Val
Lys
Gly
Asp
Ala
655
Arg
Pro
Leu
Gly
Glu
735
Tyr

Asn

Pro

Val
480
Leu
His
Ser
Leu
Val
560
Lys
Asp
Ala
Asp
Val
640
Asp
Thr
Met
Leu
Pro
720
Tle
Phe

Cys

Thr
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770

Asn Val Glu

785

Glu Arg Phe

Thr Gly Leu

Leu Gln Leu

<210>
211>
212>
<213>

<220>

223>
<400>

11
453
PRT

NILF5

835

Ser

Thr

Asp
820
Lys

Cys

Ala
805
Phe

Thr

Pro
790
His

Tyr

Tyr

Met Lys Leu Leu Val Ile

1
Arg

Phe
Leu
Val
65

Leu
Val
Trp
Arg
Asp
145

Glu

Pro

Ser
Asp
Gln
50

Phe
Tyr
Thr
Asn
Ser
130
Thr

Glu

Val

Asp
Gly
35

Asn
Tle
Glu
Lys
Glu
115
Ser
Tle

Arg

Thr

Ser

20

Phe

Phe

Thr

Glu

Lys

100

Ala

Ala

Ser

Leu

Phe

5

Ser

Arg

Ile

Lys

Ser

85

His

Val

Ala

Ser

Asn

165
Ala

Ser

Ala

Lys

Thr

70

His

Phe

Pro

Ala

Tyr

150

Asn

Thr

775
Glu

Ile

Gln

Leu

ENPPA%E IR /7 4 - B A= T
11

Leu
Ser
Asp
Glu
55

Phe
Gly
Ser
Tle
Met
135
Phe

Ile

Leu

Gly

Ala

Asp

Pro
840

Leu
Leu
Tyr
40

Gly
Pro
Ile
Asp
Trp
120
Trp
Met

Thr

Tyr

Lys
Arg
Lys

825
Thr

Phe
Pro
25

Leu
Val
Asn
Val
Ser
105
Val
Pro
Asn
Met

Trp

205

Pro
Val
810
Val

Phe

Ser
10

Pro
Lys
Leu
His
Ala
90

Asn
Thr
Gly
Tyr
Trp

170
Glu

Glu
795
Arg

Gln

Glu

Gly
Lys
Asn
Val
Tyr
75

Asn
Asp
Asn
Thr
Asn
155

Leu

Glu

780
Ala

Asp

Pro

Thr

Leu
Leu
Tyr
Glu
60

Ser
Ser
Lys
Gln
Asp
140
Ser

Asn

Pro

Leu

Val

Val

Thr
845

Tle
Leu
Glu
45

His
Tle
Met
Asp
Leu
125
Val
Ser

Asn

Asp

Trp
Glu
Ser

830
Ile

Thr
Leu
30

Phe
Val
Val
Tyr
Pro
110
Gln
Pro
Val

Ser

Ala

Val
Leu

815
Glu

Gly
15

Val
Pro
Lys
Thr
Asp
95

Phe
Glu
Tle
Ser
Asn

175

Ser

Glu
800
Leu

Ile

Phe
Ser
His
Asn
Gly
80

Ala
Trp
Asn
His
Phe
160

Pro

Gly
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180 185
His Lys Tyr Gly Pro Glu Asp Lys Glu
195 200
Lys Ile Asp Asp Leu Ile Gly Asp Leu
210 215
Gly Leu Trp Glu Asn Leu Asn Val Ile
225 230
Thr Gln Cys Ser Gln Asp Arg Leu Ile
245
His Ser Tyr Tyr Thr Leu Ile Asp Leu
260 265
Pro Lys Ile Asn Arg Thr Glu Val Tyr
275 280
Pro His Met Asn Val Tyr Leu Lys Glu
290 295
Tyr Gln His Asn Asp Arg Ile Gln Pro
305 310
Gly Trp Thr Ile Val Leu Asn Glu Ser
325
Gly Tyr Asp Asn Ser Leu Pro Ser Met
340 345
Gly Pro Ala Phe His Lys Gly Tyr Lys
355 360
Asp Ile Tyr Pro Met Met Cys His Ile
370 375
Asn Asn Gly Thr Phe Gly His Thr Lys
385 390
Cys Ile Asn Leu Pro Glu Ala Ile Ala
405
Val Leu Thr Met Leu Thr Cys Leu Ile
420 425
Ser Val Pro Arg Pro Phe Ser Arg Leu
435 440
Asp Pro Leu Ile Gly
450
<210> 12
<211> 850
<212> PRT
213> NLF4

206

Asn
Val
Tle
Asn
250
Ser
Asn
Asp
Tle
Ser
330
His
His
Leu
Cys
Tle
410

Ile

Gln

Met
Gln
Thr
235
Leu
Pro
Lys
Tle
Tle
315
Gln
Pro
Ser
Gly
Leu
395
Val

Ile

Leu

Ser
Arg
220
Ser
Asp
Val
Leu
Pro
300
Leu
Lys
Phe
Thr
Leu
380
Leu
Tle

Met

Gln

Arg
205
Leu
Asp
Ser
Ala
Lys
285
Asn
Val
Leu
Leu
Ile
365
Lys
Val
Gly

Gln

Glu
445

190
Val

Lys
His
Cys
Ala
270
Asn
Arg
Ala
Gly
Ala
350
Asn
Pro
Asp
Ser
Asn

430
Asp

Leu
Met
Gly
Tle
255
Tle
Cys
Phe
Asp
Asp
335
Ala
Tle
His
Gln
Leu
415

Arg

Asp

Lys
Leu
Met
240
Asp
Leu
Ser
Tyr
Glu
320
His
His
Val
Pro
Trp
400
Leu

Leu

Asp
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<220>

<223> ENPP51 & EEIRF ¥

<220>

<221> SIGNAL
222> (24) .. (25)

223> F5 A HIT)E &

<220>

<221> SIGNAL
<222> (24) .. (25)
223> F 5K HIT)E &

<400> 12
Met Thr
1

Leu Ser

Ser Cys

Asp Ala
50

Thr Cys

65

Gly Glu

Lys Thr
Lys Lys
Cys Pro
130
Gly Phe
145
Ile Ser
Met Tyr

Leu Tyr

Lys Met
210

Ser
Thr
Lys
35

Ala
Val
Lys
His
Ser
115
Ala
Arg
Lys
Pro
Pro

195

Asn

Lys
Thr
20

Gly
Cys
Glu
Arg
Asn
100
Trp
Glu
Ala
Leu
Thr
180

Glu

Ala

Phe
5
Phe
Arg
Val
Pro
Leu
85
Asp
Val
Phe
Glu
Lys
165
Lys

Ser

Ser

Leu

Ser

Cys

Ser

Thr

70

Ser

Cys

Glu

Glu

Tyr

150

Asn

Thr

His

Phe

Leu

Leu

Phe

Leu

95

His

Arg

Cys

Glu

Ser

135

Leu

Cys

Phe

Gly

Ser
215

Val
Gln
Glu
40

Gly
Tle
Phe
Tle
Thr
120
Pro
His
Gly
Pro
Tle

200
Leu

Ser
Pro
25

Arg
Asn
Trp
Val
Asn
105
Cys
Pro
Thr
Thr
Asn
185

Ile

Lys

207

Phe

10

Ser

Thr

Cys

Thr

Cys

90

Tyr

Glu

Thr

Trp

170

His

Asp

Ser

Ile

Cys

Phe

Cys

Cys

75

Ser

Ser

Ser

Leu

Gly

155

Thr

Tyr

Asn

Lys

Leu

Ala

Ser

Leu

60

Asn

Cys

Ser

Ile

Leu

140

Gly

Lys

Ser

Lys

Glu
220

Ala

Lys

Asn

45

Lys

Ala

Val

Asp

125

Phe

Leu

Asn

Ile

Met

205
Lys

Ala
Glu
30

Cys
Phe
Phe
Asp
Cys
110
Thr
Ser
Leu
Met
Val
190

Tyr

Phe

Leu
15

Val
Arg
Gln
Arg
Asp
95

Gln
Pro
Leu
Pro
Arg
175
Thr

Asp

Asn

Ser

Lys

Cys

Glu

Cys

80

Cys

Asp

Glu

Asp

Val

160

Pro

Gly

Pro

Pro
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Leu
225
Val
Gly
Glu
Glu
Gly
305
Lys
Gly
Glu
Asp
Pro
385
Ala
Leu
Ile
Asn
Asn
465
Phe
Asn

Ser

Ser

Trp

Lys

Ile

Glu

Arg

290

His

Val

Leu

Gln

Val

370

Thr

Lys

Lys

Glu

Pro

450

Leu

Lys

Leu

His

His

Tyr
Ser
Leu
Arg
275
Pro
Ser
Asp
Asp
Gly
355
Asn
Asp
Asn
Pro
Pro
435
Ser
Phe
His
Met
Gly

ol5

Pro

Lys
Gly
Pro
260
Tle
His
His
Arg
Lys
340
Ser
Asn
Val
Leu
Phe
420
Leu
Glu
Ser
Gly
Cys
500

Ser

Lys

Gly
Thr
245
Asp
Leu
Phe
Gly
Leu
325
Cys
Cys
Val
Pro
Ser
405
Leu
Thr
Arg
Asn
Ala
485
Asp

Leu

Glu

Gln
230
Tyr
Tle
Ala
Tyr
Pro
310
Val
Leu
Lys
Lys
Glu
390
Cys
Pro
Phe
Lys
Met
470
Glu
Leu

Asn

Glu

Pro

Phe

Tyr

Val

Thr

295

Val

Gly

Asn

Lys

Val

375

Thr

Arg

Lys

Tyr

Tyr

455

Gln

Val

Leu

His

Gly

Ile
Trp
Lys
Leu
280
Leu
Ser
Met
Leu
Tyr
360
Val
Tyr
Glu
Arg
Leu
440
Cys
Ala
Asp
Gly
Leu

520
Phe

Trp
Pro
Val
265
Glu
Tyr
Ser
Leu
Tle
345
Val
Tyr
Tyr
Pro
Leu
425
Asp
Gly
Leu
Ser
Leu
505
Leu

Leu

208

Val
Gly
250
Tyr
Trp
Leu
Glu
Met
330
Leu
Tyr
Gly
Ser
Asn
410
His
Pro
Ser
Phe
Phe
490
Tle

Lys

Ser

Thr
235
Ser
Asn
Leu
Glu
Val
315
Asp
Tle
Leu
Pro
Phe
395
Gln
Phe
Gln
Gly
Tle
475
Glu
Pro

Lys

Gln

Ala
Asp
Gly
Gln
Glu
300
Tle
Gly
Ser
Asn
Ala
380
Asn
His

Ala

Phe
460
Gly
Asn
Ala

Pro

Cys

Asn
Val
Ser
Leu
285
Pro
Lys
Leu
Asp
Lys
365
Ala
Tyr
Phe
Lys
Gln
445
His
Tyr
Tle
Pro
Tle

525

Pro

His
Glu
Val

270

Pro

Ala

Lys

His

350

Arg

Glu

Ser
430
Leu

Gly
Gly
Glu
Asn
510

Tyr

Ile

Gln
Tle
255
Pro
Ser
Ser
Leu
Asp
335
Gly
Leu
Leu
Ala
Pro
415
Asp
Ala
Ser
Pro
Val
495
Asn

Asn

Lys

Glu
240
Asp
Phe
His
Ser
Gln
320
Leu
Met
Gly
Arg
Leu
400
Tyr
Arg
Leu
Asp
Ala
480
Tyr
Gly

Pro

Ser
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Thr
545
Lys
Tle
Gln
Ser
Asn
625
Leu
Asn
Val
Pro
Leu
705
Gly
Tle
Pro
Thr
His
785
Ser

Val

Val

530

Ser
Asp
Tyr
His
Leu
610
Asp
Arg
Ser
Ser
Met
690
Leu
Pro
Leu
Thr
Pro
770
Arg
Trp

Glu

Ser

Asn
Phe
His
Arg
595
Asp
Gln
Tle
Lys
Asn
675
Tyr
Gln
Val
Lys
His
755
Leu
Pro
Val

Leu

Glu
835

Asp
Glu
Met
580
Val
Leu
Phe
Pro
Leu
660
His
Gln
Arg
Phe
Gln
740
Phe
Glu
Asp
Glu
Tle

820
Leu

Leu
Lys
565
Thr
Cys
Leu
Ser
Leu
645
Ser
Tle
Ser
Tyr
Asp
725
Asn
Phe
Cys
Asn
Glu
805

Thr

Leu

Gly
550
Gln
Val
Leu
Met
Arg
630
Ser
Tyr
Tyr
Phe
Ala
710
Phe
Ser
Tle
Ser
Tle
790
Leu

Gly

Arg

535
Cys

Leu
Pro
Leu
Pro
615
Asp
Pro
Gly
Ser
Gln
695
His
Asp
Arg
Val
Ala
775
Glu
Leu

Leu

Leu

Thr
Asn
Tyr
Gln
600
Leu
Asp
Val
Phe
Glu
680
Val
Glu
Tyr
Val
Leu
760
Leu
Ser
Thr

Ser

Lys
840

Cys Asp Pro

Leu
Gly
585
Gln
Trp
Phe
His
Leu
665
Ala
Tle
Arg
Asp
Tle
745
Thr
Glu
Cys
Leu
Phe

825
Thr

209

Thr
570
Arg
Gln
Ala
Ser
Lys
650
Thr
Leu
Trp
Asn
Gly
730
Arg
Ser
Ser
Thr
His
810

Tyr

His

555
Thr

Pro
Gln
Ser
Asn
635
Cys
Pro
Leu
His
Gly
715
Arg
Ser
Cys
Ser
His
795
Arg

Gln

Leu

540
Trp

Glu
Arg
Phe
Tyr
620
Cys
Ser
Pro
Thr
Tyr
700
Tle
Tyr
Gln
Lys
Ala
780
Gly
Ala

Asp

Pro

Ile
Asp
Ile
Leu
605
Thr
Leu
Tyr
Arg
Ser
685
Leu
Asn
Asp
Glu
Gln
765
Tyr
Lys
Arg

Arg

Ile
845

Val
Val
Leu
590
Thr
Phe
Tyr
Tyr
Leu
670
Asn
His
Val
Ser
Tle
750
Leu
Tle
Arg
Val
Gln

830
Phe

Pro
Asp
575
Leu
Gly
Leu
Gln
Lys
655
Asn
Tle
Asp
Val
Leu
735
Leu
Ser
Leu
Glu
Thr
815

Glu

Ser

Tle
560
Asp
Lys
Tyr
Ser
Asp
640
Ser
Arg
Val
Thr
Ser
720
Glu
Tle
Glu
Pro
Ser
800
Asp

Ser

Gln
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Glu Asp
850

<210>
211>
212>
<213>
<220>
223>
<220>
221>
222>
223>
<220>
221>
222>
223>
<220>
221>
222>
<223>
<400>

13
1474
PRT

NIF5

ENPP51-ALBZ I 7 41|

STGNAL
(24) .. (25)
55 AN TE] S

SIGNAL
(24) .. (25)
SRR BRI A

MISC FEATURE
(857) .. (1474)
RRAEAFS
13

Met Thr Ser Lys Phe Leu Leu Val Ser Phe

1

5 10

Leu Ser Thr Thr Phe Ser Leu Gln Pro Ser

20 25

Ser Cys Lys Gly Arg Cys Phe Glu Arg Thr

35 40

Asp Ala Ala Cys Val Ser Leu Gly Asn Cys

50

95

Thr Cys Val Glu Pro Thr His Ile Trp Thr

65

70

Gly Glu Lys Arg Leu Ser Arg Phe Val Cys

85 90

Lys Thr His Asn Asp Cys Cys Ile Asn Tyr

100 105

Lys Lys Ser Trp Val Glu Glu Thr Cys Glu

115 120

Cys Pro Ala Glu Phe Glu Ser Pro Pro Thr
130 135

210

Ile

Cys

Phe

Cys

Cys

75

Ser

Ser

Ser

Leu

Leu

Ala

Ser

Leu

60

Asn

Cys

Ser

Ile

Leu
140

Ala
Lys
Asn
45

Asp
Lys
Ala
Val
Asp

125
Phe

Ala
Glu
30

Cys
Phe
Phe
Asp
Cys
110

Thr

Ser

Leu
15

Val
Arg
Gln
Arg
Asp
95

Gln

Pro

Leu

Ser

Lys

Cys

Glu

Cys

80

Cys

Asp

Glu

Asp
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Gly
145
Ile
Met
Leu
Lys
Leu
225
Val
Gly
Glu
Glu
Gly
305
Lys
Gly
Glu
Asp
Pro
385
Ala
Leu

Ile

Asn

Phe

Ser

Tyr

Tyr

Met

210

Trp

Lys

Ile

Glu

Arg

290

His

Val

Leu

Gln

Val

370

Thr

Lys

Lys

Glu

Pro

Arg
Lys
Pro
Pro
195
Asn
Tyr
Ser
Leu
Arg
275
Pro
Ser
Asp
Asp
Gly
355
Asn
Asp
Asn
Pro
Pro

435

Ser

Ala
Leu
Thr
180
Glu
Ala
Lys
Gly
Pro
260
Tle
His
His
Arg
Lys
340
Ser
Asn
Val
Leu
Phe
420

Leu

Glu

Glu
Lys
165
Lys
Ser
Ser
Gly
Thr
245
Asp
Leu
Phe
Gly
Leu
325
Cys
Cys
Val
Pro
Ser
405
Leu

Thr

Arg

Tyr
150
Asn
Thr
His
Phe
Gln
230
Tyr
Tle
Ala
Tyr
Pro
310
Val
Leu
Lys
Lys
Glu
390
Cys
Pro

Phe

Lys

Leu

Cys

Phe

Gly

Ser

215

Pro

Phe

Tyr

Val

Thr

295

Val

Gly

Asn

Lys

Val

375

Thr

Arg

Lys

Tyr

Tyr

His
Gly
Pro
Tle
200
Leu
Tle
Trp
Lys
Leu
280
Leu
Ser
Met
Leu
Tyr
360
Val
Tyr
Glu
Arg
Leu

440
Cys

Thr Trp Gly

Thr
Asn
185
Tle
Lys
Trp
Pro
Val
265
Glu
Tyr
Ser
Leu
Tle
345
Val
Tyr
Tyr
Pro
Leu
425
Asp

Gly

211

Tyr
170
His
Asp
Ser
Val
Gly
250
Tyr
Trp
Leu
Glu
Met
330
Leu
Tyr
Gly
Ser
Asn
410
His
Pro

Ser

155
Thr

Tyr
Asn
Lys
Thr
235
Ser
Asn
Leu
Glu
Val
315
Asp
Tle
Leu
Pro
Phe
395
Gln
Phe

Gln

Gly

Gly

Lys

Ser

Lys

Glu

220

Ala

Asp

Gly

Gln

Glu

300

Ile

Gly

Ser

Asn

Ala

380

Asn

His

Ala

Trp

Phe

Leu
Asn
Tle
Met
205
Lys
Asn
Val
Ser
Leu
285
Pro
Lys
Leu
Asp
Lys
365
Ala
Tyr
Phe
Lys
Gln

445
His

Leu
Met
Val
190
Tyr
Phe
His
Glu
Val
270
Pro
Asp
Ala
Lys
His

350
Tyr

Ser
430
Leu

Gly

Pro
Arg
175
Thr
Asp
Asn
Gln
Tle
255
Pro
Ser
Ser
Leu
Asp
335
Gly
Leu
Leu
Ala
Pro
415
Asp

Ala

Ser

Val
160
Pro
Gly
Pro
Pro
Glu
240
Asp
Phe
His
Ser
Gln
320
Leu
Met
Gly
Arg
Leu
400
Tyr
Arg

Leu

Asp
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450
Asn Leu
465
Phe Lys

Asn Leu

Ser His

Ser His
530

Thr Ser

545

Lys Asp

Ile Tyr

Gln His

Ser Leu
610

Asn Asp

625

Leu Arg

Asn Ser

Val Ser

Pro Met
690

Leu Leu

705

Gly Pro

Ile Leu

Pro Thr

Phe
His
Met
Gly
515
Pro
Asn
Phe
His
Arg
595
Asp
Gln
Ile
Lys
Asn
675
Tyr
Gln
Val

Lys

His
755

Ser
Gly
Cys
500
Ser
Lys
Asp
Glu
Met
580
Val
Leu
Phe
Pro
Leu
660
His
Gln
Arg
Phe
Gln

740
Phe

Asn
Ala
485
Asp
Leu
Glu
Leu
Lys
565
Thr
Cys
Leu
Ser
Leu
645
Ser
Tle
Ser
Tyr
Asp
725

Asn

Phe

Met
470
Glu
Leu
Asn
Glu
Gly
550
Gln
Val
Leu
Met
Arg
630
Ser
Tyr
Tyr
Phe
Ala
710
Phe

Ser

Ile

455
Gln

Val
Leu
His
Gly
535
Cys
Leu
Pro
Leu
Pro
615
Asp
Pro
Gly
Ser
Gln
695
His
Asp

Arg

Val

Ala
Asp
Gly
Leu
520
Phe
Thr
Asn
Tyr
Gln
600
Leu
Asp
Val
Phe
Glu
680
Val
Glu
Tyr

Val

Leu
760

Leu
Ser
Leu
505
Leu
Leu
Cys
Leu
Gly
585
Gln
Trp
Phe
His
Leu
665
Ala
Tle
Arg
Asp
Tle

745
Thr

212

Phe
Phe
490
Ile
Lys
Ser
Asp
Thr
570
Arg
Gln
Ala
Ser
Lys
650
Thr
Leu
Trp
Asn
Gly
730

Arg

Ser

Tle
475
Glu
Pro
Lys
Gln
Pro
555
Thr
Pro
Gln
Ser
Asn
635
Cys
Pro
Leu
His
Gly
715
Arg

Ser

Cys

460
Gly

Asn
Ala
Pro
Cys
540
Trp
Glu
Arg
Phe
Tyr
620
Cys
Ser
Pro
Thr
Tyr
700
Ile
Tyr

Gln

Lys

Tyr
Tle
Pro
Tle
525
Pro
Tle
Asp
Tle
Leu
605
Thr
Leu
Tyr
Arg
Ser
685
Leu
Asn
Asp

Glu

Gln
765

Gly
Glu
Asn
510
Tyr
Tle
Val
Val
Leu
590
Thr
Phe
Tyr
Tyr
Leu
670
Asn
His
Val
Ser
Tle

750
Leu

Pro
Val
495
Asn
Asn
Lys
Pro
Asp
57h
Leu
Gly
Leu
Gln
Lys
655
Asn
Tle
Asp
Val
Leu
735

Leu

Ser

Ala
480
Tyr
Gly
Pro
Ser
Ile
560
Asp
Lys
Tyr
Ser
Asp
640
Ser
Arg
Val
Thr
Ser
720
Glu

Ile

Glu
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Thr

His

785

Ser

Val

Val

Glu

Leu

865

Glu

Gln

Lys

Phe

Ser

945

Arg

Glu

Pro

Glu

Arg

Glu

Lys

Ala

Pro Leu
770
Arg Pro

Trp Val

Glu Leu
Glu
835
Gly

Ser

Asp
850
Leu Phe

Ala His

His Phe

Ser
915
Lys

Cys

Ala
930
Leu His

Glu Asn

Arg Asn
Phe
995
Asn Pro
1010
Arg His
1025
Gln Tyr
1040
Glu Ser
1055
Leu Val

Pro

Glu

Asp

Glu

Ile

820

Leu

Gly

Val

Lys

Lys

900

Tyr

Thr

Thr

Tyr

Glu

980

Glu

Thr

Pro

Asn

Cys

Ser

Cys

Asn

Glu

805

Thr

Leu

Ser

Ser

Ser

885

Gly

Asp

Cys

Leu

Gly

965

Cys

Arg

Thr

Tyr

Glu

Leu

Ser

Ser

Ile

790

Leu

Gly

Arg

Gly

Gly

870

Glu

Leu

Glu

Val

Phe

950

Glu

Phe

Pro

Phe

Phe

Ile

Thr

Val

Ala
775
Glu

Leu

Ser Cys

Leu Thr Leu
Phe
825

Thr

Leu Ser

Lys
840

Ser

Leu

Gly
855

Ser

Met

Ala Phe

Tle Ala His

Val Tle
905

Lys

Leu

Ala
920
Asp

His

Ala
935
Gly

Glu

Asp Lys

Leu Ala Asp

Gln His
985
Ala Glu
1000
Met Gly His
1015
Tyr Ala
1030
Leu Thr
1045
Pro Lys
1060
Arg Gln

Leu

Glu

Pro

Gln

Leu

Arg

213

Thr
His
810
Tyr
His
Lys
Ser
Arg
890
Ala
Leu
Ser
Leu
Cys
970
Lys
Ala
Tyr
Glu
Cys

Asp

Met

Glu Ser Ser

His
795
Arg
Gln
Leu
Trp
Arg
875
Tyr
Phe
Val
Ala
Cys
955
Cys
Asp
Met
Leu
Leu
Cys

Gly

Lys

Ala
780
Gly

Tyr Ile

Lys Arg

Ala Arg Val
Gln
830

Phe

Asp Arg
Ile
845
Thr

Pro

Val
860
Gly

Phe

Val Phe

Asn Asp Leu

Gln Tyr
910
Val

Ser
Gln Glu
925
Ala Asn
940

Ala

Cys

Ile Pro

Thr Lys Gln

Pro
990
Thr Ser
1005
His Glu Val
1020

Leu Tyr Tyr
1035

Ala Glu Ala
1050

Val Lys Glu
1065

Cys Ser Ser

Asp Asn

Cys

Leu

Glu

Thr

815

Glu

Ser

Leu

Arg

Gly

895

Leu

Thr

Asp

Asn

Glu

975

Ser

Phe

Ala

Ala

Asp

Lys

Met

Pro
Ser
800
Asp
Ser
Gln
Leu
Arg
880
Glu
Gln
Asp
Lys
Leu
960
Pro

Leu

Lys
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Gln

Leu

Leu

Asp

Met

Cys

Glu

Phe

Asp

Pro

Glu

Cys

Pro

Gly

Lys

Asn

Gln

Arg

Thr

1070
Lys Phe
1085
Ser Gln
1100
Ala Thr
1115
Leu Leu
1130
Cys Glu
1145
Asp Lys
1160
His Asp
1175
Val Glu
1190
Val Phe
1205
Asp Tyr
1220
Ala Thr
1235
Tyr Gly
1250
Lys Asn
1265
Glu Tyr
1280
Ala Pro
1295
Leu Gly
1310
Arg Leu
1325
Val Cys
1340
Lys Cys
1355

Gly

Thr

Glu

Asn

Pro

Thr

Asp

Leu

Ser

Leu

Thr

Leu

Gly

Gln

Pro

Leu

Cys

Glu

Phe

Leu

Cys

Gln

Leu

Met

Gln

Gly

Val

Glu

Val

Val

Phe

Val

Val

Cys

Leu

Ser

Arg

Pro

Thr

Ala

Ala

Leu

Pro

Glu

Thr

Ser

Lys

Leu

Lys

Gln

Ser

Gly

Val

His

Gly

1075
Ala Phe
1090
Asn Ala
1105
Lys Val
1120
Asp Asp
1135
Thr Ile
1150
Lys Lys
1165
Ala Asp
1180
Val Cys
1195
Phe Leu
1210
Leu Leu
1225
Cys Cys
1240
Ala Glu
1255
Thr Asn
1270
Asn Ala
1285
Thr Pro
1300
Thr Lys
1315
Glu Asp
1330
Glu Lys
1345
Ser Leu
1360

Lys Ala Trp

Asp Phe Ala

Asn Lys Glu

Arg Ala Glu

Ser Ser Lys

Ala His Cys

Leu Pro Ala

Lys Asn Tyr

Tyr Glu Tyr

Leu Arg Leu

Ala Glu Ala

Phe Gln Pro

Cys Asp Leu

Tle Leu Val

Thr Leu Val

Cys Cys Thr

Tyr Leu Ser

Thr Pro Val

Val Glu Arg

214

1080
Ala Val
1095
Glu Ile
1110
Cys Cys
1125
Leu Ala
1140
Leu Gln
1155
Leu Ser
1170
Ile Ala
1185
Ala Glu
1200
Ser Arg
1215
Ala Lys
1230
Asn Pro
1245
Leu Val
1260
Tyr Glu
1275
Arg Tyr
1290
Glu Ala
1305
Leu Pro
1320
Ala Tle
1335
Ser Glu
1350
Arg Pro
1365

Ala

Thr

His

Lys

Thr

Glu

Ala

Ala

Lys

Pro

Glu

Lys

Thr

Ala

Glu

Leu

His

Cys

Arg

Lys

Gly

Tyr

Cys

Val

Asp

Lys

His

Tyr

Ala

Glu

Leu

Gln

Arg

Asp

Asn

Val

Phe
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Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Lys
1370 1375 1380

Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro Glu
1385 1390 1395

Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu Val
1400 1405 1410

Lys His Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys Thr Val Met
1415 1420 1425

Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys Ala Ala Asp
1430 1435 1440

Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu Val Thr Arg
1445 1450 1455

Cys Lys Asp Ala Leu Ala Arg Ser Trp Ser His Pro Gln Phe Glu
1460 1465 1470

Lys

<210> 14

<211> 1074

<212> PRT

Q213> NI

220>

<223> ENPP5-NPP3-Fc /¥4l

220>

<221> SIGNAL

222> (22)..(23)

223> (55 KA HIVIE] R

<220>

<221> MISC FEATURE

222> (848) .. (1074)

<400> 14

Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu Ser

1 5 10 15

Leu Ser Thr Thr Phe Ser Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe

20 25 30
Asp Ala Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Ala Cys
35 40 45

Lys Asp Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu
50 55 60

Ser Thr Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Arg Leu

65 70 75 80

215
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Glu

Cys

Glu

Asp

Tyr

145

Thr

Thr

His

Phe

Gln

225

Tyr

Ile

Thr

Tyr

Pro

305

Phe

Val

Asn

Tyr

His

Ala
Cys
Glu
Leu
130
Leu
Cys
Phe
Gly
Ser
210
Pro
Phe
Tyr
Leu
Thr
290
Val
Gly
Asn
Lys
Met

370
Asp

Ser
Ala
Asn
115
Pro
Tyr
Gly
Pro
Tle
195
Leu
Met
Trp
Met
Leu
275
Met
Ser
Met
Tle
Met
355

Tyr

Phe

Leu
Asp
100
Cys
Pro
Thr
Tle
Asn
180
Tle
Ser
Trp
Pro
Pro
260
Lys
Tyr
Ala
Leu
Tle
340
Glu

Glu

Phe

Cys
85

Tyr
Asp
Val
Trp
His
165
His
Asp
Ser
Leu
Gly
245
Tyr
Trp
Phe
Arg
Met
325
Leu
Tyr

Gly

Ser

Ser

Lys

Thr

Ile

Asp

150

Ser

Tyr

Asn

Lys

Thr

230

Ser

Asn

Leu

Glu

Val

310

Glu

Leu

Met

Pro

Phe

Cys
Ser
Ala
Leu
135
Thr
Lys
Thr
Asn
Glu
215
Ala
Glu
Gly
Asp
Glu
295
Tle
Gly
Ala
Thr
Ala

375

Asn

Ser
Val
Gln
120
Phe
Leu
Tyr
Tle
Met
200
Gln
Met
Val
Ser
Leu
280
Pro
Lys
Leu
Asp
Asp
360

Pro

Ser

Asp
Cys
105
Gln
Ser
Met
Met
Val
185
Tyr
Asn
Tyr
Ala
Val
265
Pro
Asp
Ala
Lys
His
345
Tyr
Arg

Glu

216

Asp
90

Gln
Ser
Met
Pro
Arg
170
Thr
Asp
Asn
Gln
Ile
250
Pro
Lys
Ser
Leu
Gln
330
Gly
Phe

Ile

Glu

Cys

Gly

Gln

Asp

Asn

155

Ala

Gly

Val

Pro

Gly

235

Asn

Phe

Ala

Ser

Gln

315

Arg

Met

Pro

Arg

Ile

Leu
Glu
Cys
Gly
140
Ile
Met
Leu
Asn
Ala
220
Leu
Gly
Glu
Glu
Gly
300
Val
Asn
Asp
Arg
Ala

380
Val

Gln
Thr
Pro
125
Phe
Asn
Tyr
Tyr
Leu
205
Trp
Lys
Ser
Glu
Arg
285
His
Val
Leu
Gln
Tle
365
His

Arg

Arg
Ser
110
Glu
Arg
Lys
Pro
Pro
190
Asn
Trp
Ala
Phe
Arg
270
Pro
Ala
Asp
His
Thr
350
Asn

Asn

Asn

Lys
95

Trp
Gly
Ala
Leu
Thr
175
Glu
Lys
His
Ala
Pro
255
Ile
Arg
Gly
His
Asn
335
Tyr
Phe

Ile

Leu

Asp

Leu

Phe

Glu

Lys

160

Lys

Ser

Asn

Gly

Thr

240

Ser

Ser

Phe

Gly

Ala

320

Cys

Cys

Phe

Pro

Ser
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385

Cys Arg Lys

Pro
Leu
Asn
Glu
465
Val
Leu
His
Ser
Leu
545
Val
Lys
Asp
Ala
Asp
625
Val
Asp

Thr

Met

Lys
Phe
Cys
450
Ala
Glu
Arg
Leu
Lys
530
Asp
Asn
Val
His
Met
610
Thr
Arg
Lys

Ser

Tyr
690

Arg
Val
435
Gly
Ile
Pro
Ile
Leu
515
Phe
Cys
Gln
Asn
Cys
595
Arg
Ser
Val
Asn
Asp

675
Glu

Pro
Leu
420
Asp
Gly
Phe
Phe
Gln
500
Lys
Ser
Phe
Met
Leu
580
Leu
Met
Pro
Pro
Tle
660

Ser

Glu

Asp
405
His
Gln
Gly
Leu
Glu
485
Pro
Val
Val
Cys
Leu
565
Pro
Leu
Pro
Leu
Pro
645
Thr

Gln

Phe

390
Gln

Tyr
Gln
Asn
Ala
470
Asn
Ala
Pro
Cys
Pro
550
Asn
Phe
Tyr
Met
Pro
630
Ser
His
Tyr

Arg

His
Ala
Trp
His
455
His
Tle
Pro
Phe
Gly
535
His
Leu
Gly
His
Trp
615
Pro
Glu
Gly

Asp

Lys
695

Phe
Lys
Leu
440
Gly
Gly
Glu
Asn
Tyr
520
Phe
Leu
Thr
Arg
Arg
600
Ser
Thr
Ser
Phe
Ala

680
Met

Lys
Asn
425
Ala
Tyr
Pro
Val
Asn
505
Glu
Ala
Gln
Gln
Pro
585
Glu
Ser
Val
Gln
Leu
665

Leu

Trp

217

Pro
410
Val
Val
Asn
Ser
Tyr
490
Gly
Pro
Asn
Asn
Glu
570
Arg
Tyr
Tyr
Pro
Lys
650
Tyr

Ile

Asp

Arg
Arg
Asn
Phe
475
Asn
Thr
Ser
Pro
Ser
555
Glu
Val
Val
Thr
Asp
635
Cys
Pro

Thr

Tyr

Leu

Ile

Ser

Glu

460

Lys

Leu

His

His

Leu

540

Thr

Ile

Leu

Ser

Val

620

Cys

Ser

Pro

Ser

Phe
700

Thr
Asp
Lys
445
Phe
Glu
Met
Gly
Ala
525
Pro
Gln
Thr
Gln
Gly
605
Pro
Leu
Phe
Ala
Asn

685
His

Pro
Lys
430
Ser
Arg
Lys
Cys
Ser
510
Glu
Thr
Leu
Ala
Lys
590
Phe
Gln
Arg
Tyr
Ser
670

Leu

Ser

Asp
415
Val
Asn
Ser
Thr
Asp
495
Leu
Glu
Glu
Glu
Thr
575
Asn
Gly
Leu
Ala
Leu
655
Asn

Val

Val

400
Leu

His
Thr
Met
Glu
480
Leu
Asn
Val
Ser
Gln
560
Val
Val
Lys
Gly
Asp
640
Ala
Arg

Pro

Leu
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Leu
705
Pro
Tle
Phe
Cys
Thr
785
Glu
Leu
Tle
Lys
Pro
865
Ser
Asp
Asn
Val
Glu
945
Lys
Thr

Thr

Glu

Ile

Ile

Thr

Val

Pro

770

Asn

Glu

Thr

Leu

Thr

850

Ser

Arg

Pro

Ala

Val

930

Tyr

Thr

Leu

Cys

Ser

Lys
Phe
Lys
Val
755
Gly
Val
Arg
Gly
Gln
835
His
Val
Thr
Glu
Lys
915
Ser
Lys
Tle
Pro
Leu

995

Asn

His
Asp
His
740
Leu
Trp
Glu
Phe
Leu
820
Leu
Thr
Phe
Pro
Val
900
Thr
Val
Cys
Ser
Pro
980

Val

Gly

Ala
Tyr
725
Leu
Thr
Leu
Ser
Thr
805
Asp
Lys
Cys
Leu
Glu
885
Lys
Lys
Leu
Lys
Lys
965
Ser

Lys

Gln

Thr
710
Asn
Ala
Ser
Asp
Cys
790
Ala
Phe
Thr
Pro
Phe
870
Val
Phe
Pro
Thr
Val
950
Ala
Arg

Gly

Pro

Glu

Tyr

Asn

Cys

Val

775

Pro

His

Tyr

Tyr

Pro

855

Pro

Thr

Asn

Arg

Val

935

Ser

Lys

Glu

Phe

Glu

Arg
Asp
Thr
Lys
760
Leu
Glu
Tle
Gln
Leu
840
Cys
Pro
Cys
Trp
Glu
920
Leu
Asn
Gly

Glu

Tyr

1000

Asn

Asn Gly Val

Gly
Asp
745
Asn
Pro
Gly
Ala
Asp
825
Pro
Pro
Lys
Val
Tyr
905
Glu
His
Lys
Gln
Met
985

Pro

Asn

218

His
730
Val
Lys
Phe
Lys
Arg
810
Lys
Thr
Ala
Pro
Val
890
Val
Gln
Gln
Ala
Pro
970
Thr

Ser

Tyr

715
Phe

Pro
Ser
Tle
Pro
795
Val
Val
Phe
Pro
Lys
875
Val
Asp
Tyr
Asp
Leu
955
Arg
Lys

Asp

Lys

Asn

Asp

Ile

His

Ile

780

Glu

Arg

Gln

Glu

Glu

860

Asp

Asp

Gly

Asn

Trp

940

Pro

Glu

Asn

Ile

Thr

Val
Ala
Pro
Thr
765
Pro
Ala
Asp
Pro
Thr
845
Leu
Thr
Val
Val
Ser
925
Leu
Ala
Pro

Gln

Ala

1005

Thr

Val

Pro

Thr

750

Pro

His

Leu

Val

Val

830

Thr

Leu

Leu

Ser

Glu

910

Thr

Asn

Pro

Gln

Val

990

Val

Pro

Ser
Asp
735
His
Glu
Arg
Trp
Glu
815
Ser
Ile
Gly
Met
His
895
Val
Tyr
Gly
Ile
Val
975
Ser

Glu

Pro

Gly
720
Glu
Tyr
Asn
Pro
Val
800
Leu
Glu
Asp
Gly
Ile
880
Glu
His
Arg
Lys
Glu
960
Tyr

Leu

Trp
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1010 1015 1020

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
1025 1030 1035

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
1040 1045 1050

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
1055 1060 1065

Ser Leu Ser Pro Gly Lys
1070

<210> 15

<211> 1469

<212> PRT

Q213> NI

220>

<223> ENPP5-NPP3- 4 & (4 ¢4l

<220>

<221> SIGNAL

222> (22)..(23)

223> 55 KA HIVIE R

<220>

<221> MISC FEATURE

<222> (848) .. (1469)

<400> 15

Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu Ser

1 5 10 15

Leu Ser Thr Thr Phe Ser Lys Gln Gly Ser Cys Arg Lys Lys Cys Phe

20 25 30
Asp Ala Ser Phe Arg Gly Leu Glu Asn Cys Arg Cys Asp Val Ala Cys
35 40 45

Lys Asp Arg Gly Asp Cys Cys Trp Asp Phe Glu Asp Thr Cys Val Glu
50 55 60

Ser Thr Arg Ile Trp Met Cys Asn Lys Phe Arg Cys Gly Glu Arg Leu

65 70 75 80

Glu Ala Ser Leu Cys Ser Cys Ser Asp Asp Cys Leu Gln Arg Lys Asp

85 90 95
Cys Cys Ala Asp Tyr Lys Ser Val Cys Gln Gly Glu Thr Ser Trp Leu
100 105 110
Glu Glu Asn Cys Asp Thr Ala Gln Gln Ser Gln Cys Pro Glu Gly Phe
115 120 125

219
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Asp
Tyr
145
Thr
Thr
His
Phe
Gln
225
Tyr
Tle
Thr
Tyr
Pro
305
Phe
Val
Asn
Tyr
His
385
Cys

Pro

Leu

Leu

130

Leu

Cys

Phe

Gly

Ser

210

Pro

Phe

Tyr

Leu

Thr

290

Val

Gly

Asn

Lys

Met

370

Arg

Lys

Phe

Pro

Tyr

Gly

Pro

Ile

195

Leu

Met

Trp

Met

Leu

275

Met

Ser

Met

Ile

Met

355

Tyr

Phe

Lys

Arg

Val

Pro
Thr
Tle
Asn
180
Tle
Ser
Trp
Pro
Pro
260
Lys
Tyr
Ala
Leu
Tle
340
Glu
Glu
Phe
Pro
Leu

420
Asp

Val
Trp
His
165
His
Asp
Ser
Leu
Gly
245
Tyr
Trp
Phe
Arg
Met

325
Leu

Gly
Ser
Asp
405

His

Gln

Tle
Asp
150
Ser
Tyr
Asn
Lys
Thr
230
Ser
Asn
Leu
Glu
Val
310
Glu
Leu
Met
Pro
Phe
390
Gln

Tyr

Gln

Leu
135
Thr
Lys
Thr
Asn
Glu
215
Ala
Glu
Gly
Asp
Glu
295
Tle
Gly
Ala
Thr
Ala
375
Asn
His
Ala

Trp

Phe

Leu

Tyr

Ile

Met

200

Gln

Met

Val

Ser

Leu

280

Pro

Lys

Leu

Asp

Asp

360

Pro

Ser

Phe

Lys

Leu

Ser Met Asp

Met
Met
Val
185
Tyr
Asn
Tyr
Ala
Val
265
Pro
Asp
Ala
Lys
His
345
Tyr
Arg
Glu
Lys
Asn
425

Ala

220

Pro
Arg
170
Thr
Asp
Asn
Gln
Tle
250
Pro
Lys
Ser
Leu
Gln
330
Gly
Phe
Tle
Glu
Pro
410

Val

Val

Asn
155
Ala
Gly
Val
Pro
Gly
235
Asn
Phe
Ala
Ser
Gln
315
Arg
Met
Pro
Arg
Ile
395
Tyr

Arg

Arg

Gly
140
Ile
Met
Leu
Asn
Ala
220
Leu
Gly
Glu
Glu
Gly
300
Val
Asn
Asp
Arg
Ala
380
Val
Leu

Ile

Ser

Phe

Asn

Tyr

Tyr

Leu

205

Trp

Lys

Ser

Glu

Arg

285

His

Val

Leu

Gln

Ile

365

His

Arg

Thr

Asp

Lys

Arg
Lys
Pro
Pro
190
Asn
Trp
Ala
Phe
Arg
270
Pro
Ala
Asp
His
Thr
350
Asn
Asn
Asn
Pro
Lys

430

Ser

Ala
Leu
Thr
175
Glu
Lys
His
Ala
Pro
255
Ile
Arg
Gly
His
Asn
335
Tyr
Phe
Ile
Leu
Asp
415

Val

Asn

Glu
Lys
160
Lys
Ser
Asn
Gly
Thr
240
Ser
Ser
Phe
Gly
Ala
320
Cys
Cys
Phe
Pro
Ser
400
Leu
His

Thr
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Asn
Glu
465
Val
Leu
His
Ser
Leu
545
Val
Lys
Asp
Ala
Asp
625
Val
Asp
Thr
Met
Leu
705

Pro

Ile

Cys
450
Ala
Glu
Arg
Leu
Lys
530
Asp
Asn
Val
His
Met
610
Thr
Arg
Lys
Ser
Tyr
690
Ile

Ile

Thr

435
Gly

Ile
Pro
Ile
Leu
515
Phe
Cys
Gln
Asn
Cys
595
Arg
Ser
Val
Asn
Asp
675
Glu
Lys

Phe

Lys

Gly
Phe
Phe
Gln
500
Lys
Ser
Phe
Met
Leu
580
Leu
Met
Pro
Pro
Tle
660
Ser
Glu
His
Asp

His
740

Gly
Leu
Glu
485
Pro
Val
Val
Cys
Leu
565
Pro
Leu
Pro
Leu
Pro
645
Thr
Gln
Phe
Ala
Tyr

725
Leu

Asn

Ala
470

Asn
Ala
Pro
Cys
Pro
550
Asn
Phe
Tyr
Met
Pro
630
Ser
His
Tyr
Arg
Thr
710

Asn

Ala

His
455
His
Tle
Pro
Phe
Gly
535
His
Leu
Gly
His
Trp
615
Pro
Glu
Gly
Asp
Lys
695
Glu

Tyr

Asn

440
Gly

Gly
Glu
Asn
Tyr
520
Phe
Leu
Thr
Arg
Arg
600
Ser
Thr
Ser
Phe
Ala
680
Met
Arg

Asp

Thr

Tyr Asn Asn

Pro
Val
Asn
505
Glu
Ala
Gln
Gln
Pro
585
Glu
Ser
Val
Gln
Leu
665
Leu
Trp
Asn

Gly

Asp
745

221

Ser
Tyr
490
Gly
Pro
Asn
Asn
Glu
570
Arg
Tyr
Tyr
Pro
Lys
650
Tyr
Ile
Asp
Gly
His

730
Val

Phe
475
Asn
Thr
Ser
Pro
Ser
555
Glu
Val
Val
Thr
Asp
635
Cys
Pro
Thr
Tyr
Val
715

Phe

Pro

Glu
460
Lys
Leu
His
His
Leu
540
Thr
Tle
Leu
Ser
Val
620
Cys
Ser
Pro
Ser
Phe
700
Asn

Asp

Ile

445
Phe

Glu

Met

Gly

Ala

525

Pro

Gln

Thr

Gln

Gly

605

Pro

Leu

Phe

Ala

Asn

685

His

Val

Ala

Pro

Arg
Lys
Cys
Ser
510
Glu
Thr
Leu
Ala
Lys
590

Phe

Gln

Tyr
Ser
670
Leu
Ser
Val

Pro

Thr
750

Ser
Thr
Asp
495
Leu
Glu
Glu
Glu
Thr
575
Asn
Gly
Leu
Ala
Leu
655
Asn
Val
Val
Ser
Asp

735
His

Met
Glu
480
Leu
Asn
Val
Ser
Gln
560
Val
Val
Lys
Gly
Asp
640
Ala
Arg
Pro
Leu
Gly
720

Glu

Tyr
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Phe

Cys

Thr

785

Glu

Leu

Ile

Gly

Val

865

Gly

Asn

Ser

Gln

Ala

945

Ala

Thr

Asp

Cys

Leu

Leu

Cys

Val Val
755
Pro Gly
770
Asn Val

Glu Arg

Thr Gly

Gln
835

Ser

Leu

Gly
850
Thr Phe

Val Phe

Asp Leu

Gln Tyr
915
Glu Val
930
Asn Cys

Ile Pro

Lys Gln
Pro
995
Thr Ser
1010

His Glu
1025

Leu Tyr
1040

Ala Glu

Asn

Leu

Trp

Glu

Phe

Leu

820

Leu

Gly

Leu

Arg

Gly

900

Leu

Thr

Asp

Asn

Glu

980

Ser

Phe

Val

Tyr

Ala

Thr

Leu

Ser

Thr

805

Asp

Lys

Gly

Leu

Arg

885

Glu

Gln

Asp

Lys

Leu

965

Pro

Leu

Lys

Ala

Ala

Asp

Ser

Asp

Cys

790

Ala

Phe

Thr

Gly

Leu

870

Glu

Gln

Lys

Phe

Ser

950

Arg

Glu

Pro

Glu

Arg

Glu

Lys

Lys
760
Leu

Cys

Val
775

Pro

Pro

Glu Gly

His Ile Ala

Gln Asp
825

Pro

Tyr

Leu
840

Ser

Tyr

Gly
855
Leu

Gly

Phe Val

Ala His Lys

His Phe Lys

905
Ser Tyr
920

Lys

Cys

Ala
935
Leu

Thr

His Thr

Glu Asn Tyr
Glu
985
Phe Glu
1000
Asn Pro Thr
1015

Arg His Pro
1030

Gln Tyr Asn
1045

Glu Ser Cys

Arg Asn

Pro

222

Phe
Lys
Arg
810
Lys
Thr
Gly
Ser
Ser
890
Gly
Asp
Cys
Leu
Gly
970
Cys
Arg
Thr
Tyr

Glu

Leu

Asn Lys Ser

Ile

Pro

795

Val

Val

Phe

Gly

Gly

875

Glu

Leu

Glu

Val

Phe

955

Glu

Phe

Pro

Phe

Phe

Ile

Thr

Thr
765

Pro

His Pro
Tle
780
Glu

His

Ala Leu

Arg Asp Val

Gln Val
830
Thr

Pro
Glu Thr
845
Gly Ser
860

Ser

Met

Ala Phe

Tle Ala His

Val Tle
910

Lys

Leu

Ala
925
Asp

His

Ala
940
Gly

Glu

Asp Lys

Leu Ala Asp

Gln His
990
Ala Glu
1005
Met Gly His
1020

Tyr Ala Pro
1035

Leu Thr Gln
1050

Pro Lys Leu

Leu

Glu

Glu

Arg

Trp

Glu

815

Ser

Ile

Lys

Ser

Arg

895

Ala

Leu

Ser

Leu

Cys

975

Lys

Ala

Tyr

Glu

Cys

Asp

Asn
Pro
Val
800
Leu
Glu
Gly
Trp
Arg
880
Tyr
Phe
Val
Ala
Cys
960
Cys

Asp

Met
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Gly

Lys

Trp

Ala

Glu

Glu

Lys

Cys

Ala

Tyr

Tyr

Leu

Ala

Pro

Leu

Val

Val

Thr

Ser

1055
Val Lys
1070
Cys Ser
1085
Ala Val
1100
Glu Ile
1115
Cys Cys
1130
Leu Ala
1145
Leu Gln
1160
Leu Ser
1175
Ile Ala
1190
Ala Glu
1205
Ser Arg
1220
Ala Lys
1235
Asn Pro
1250
Leu Val
1265
Tyr Glu
1280
Arg Tyr
1295
Glu Ala
1310
Leu Pro
1325
Ala Tle
1340

Glu

Ser

Ala

Thr

His

Lys

Thr

Glu

Ala

Ala

Arg

Lys

Pro

Glu

Lys

Thr

Ala

Glu

Leu

Lys

Met

Lys

Gly

Tyr

Cys

Val

Lys

His

Tyr

Ala

Glu

Leu

Gln

Arg

Asn

Ala

Gln

Leu

Leu

Asp

Met

Cys

Glu

Phe

Asp

Pro

Glu

Cys

Pro

Gly

Lys

Asn

Gln

Arg

1060
Leu Val
1075
Lys Phe
1090
Ser Gln
1105
Ala Thr
1120
Leu Leu
1135
Cys Glu
1150
Asp Lys
1165
His Asp
1180
Val Glu
1195
Val Phe
1210
Asp Tyr
1225
Ala Thr
1240
Tyr Gly
1255
Lys Asn
1270
Glu Tyr
1285
Ala Pro
1300
Leu Gly
1315
Arg Leu
1330
Val Cys
1345

Ser

Gly

Thr

Asp

Glu

Asn

Pro

Thr

Asp

Leu

Ser

Leu

Thr

Leu

Gly

Gln

Arg

Pro

Leu

223

Ser

Glu

Phe

Leu

Cys

Gln

Leu

Met

Gln

Gly

Val

Glu

Val

Val

Phe

Val

Val

Cys

Leu

Val

Arg

Pro

Thr

Ala

Ala

Leu

Pro

Glu

Thr

Ser

Lys

Leu

Lys

Gln

Ser

Gly

Val

His

1065
Arg Gln
1080
Ala Phe
1095
Asn Ala
1110
Lys Val
1125
Asp Asp
1140
Thr Ile
1155
Lys Lys
1170
Ala Asp
1185
Val Cys
1200
Phe Leu
1215
Leu Leu
1230
Cys Cys
1245
Ala Glu
1260
Thr Asn
1275
Asn Ala
1290
Thr Pro
1305
Thr Lys
1320
Glu Asp
1335
Glu Lys
1350

Asn

Arg

Ser

Ala

Leu

Lys

Leu

Ala

Phe

Cys

Ile

Thr

Cys

Tyr

Thr

Met

Ala

Phe

Lys

Ala

Ser

His

Pro

Asn

Glu

Arg

Glu

Gln

Asp

Leu

Leu

Cys

Leu

Pro
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Val Ser Glu His Val Thr Lys Cys Cys Ser Gly Ser Leu Val Glu

1355 1360 1365

Arg Arg Pro Cys Phe Ser Ala Leu Thr Val Asp Glu Thr Tyr Val
1370 1375 1380

Pro Lys Glu Phe Lys Ala Glu Thr Phe Thr Phe His Ser Asp Ile
1385 1390 1395

Cys Thr Leu Pro Glu Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala
1400 1405 1410

Leu Ala Glu Leu Val Lys His Lys Pro Lys Ala Thr Ala Glu Gln
1415 1420 1425

Leu Lys Thr Val Met Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys
1430 1435 1440

Cys Lys Ala Ala Asp Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro
1445 1450 1455

Asn Leu Val Thr Arg Cys Lys Asp Ala Leu Ala
1460 1465

<210> 16

211> 23

<212> PRT

Q213> NI

220>

<223> ENPP5ZE H ¥ th {5 5 741

220>

<221> MISC FEATURE
<222> (23) ..(23)
<223> XnJ PLAEAT I FE R

<400> 16
Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu Ser
1 5 10 15
Leu Ser Thr Thr Phe Ser Xaa
20
<210> 17
<211> 1079
<212> PRT
213> N3
<220>
<223> ENPP51-Fc
<220>

<221> SIGNAL

224
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222>
223>

<220>

221>
222>
223>

<400> 17
Met Thr Ser Lys Phe

1

Leu
Lys
Cys
Glu
65

Cys
Cys
Gly
Gln
Asp
145
Val
Pro
Gly
Pro
Pro

225
Gly

Ser
Ser
Asp
50

Thr
Gly
Lys
Glu
Cys
130
Gly
Tle
Val
Leu
Lys
210

Glu

Leu

Thr
Cys
35

Ala
Cys
Glu
Asp
Lys
115
Pro
Phe
Ser
Tyr
Tyr
195
Met

Trp

Lys

(22) .. (23)
SRR BRI A

Thr
20

Lys
Ala
Tle
Lys
Lys
100
Ser
Ala
Arg
Lys
Pro
180
Pro
Asn

Tyr

Ser

MISC FEATURE
(853) .. (1079)
RIRFe 74

5
Phe

Gly

Cys

Glu

Arg

85

Gly

Trp

Gly

Ala

Leu

165

Thr

Glu

Ala

Lys

Gly
245

Leu
Ser
Arg
Val
Pro
70

Leu
Asp
Val
Phe
Glu
150
Lys
Lys
Ser
Ser
Gly

230
Thr

Leu

Gly

Cys

Glu

95

Glu

Thr

Cys

Glu

Glu

135

Lys

Thr

His

Phe

215

Glu

Phe

Val
Leu
Phe
40

Leu

His

Cys
Glu
120
Thr
Leu
Cys
Phe
Gly
200
Ser

Pro

Phe

Ser
Lys
25

Glu
Gly
Tle
Ser
Tle
105
Pro
Pro
His
Gly
Pro
185
Tle
Leu

Ile

Trp

225

Phe
10

Pro

Asn

Trp

Leu

90

Asn

Cys

Pro

Thr

Thr

170

Asn

Ile

Lys

Trp

Pro
250

Ile

Ser

Thr

Cys

Thr

75
Cys

Glu

Thr

155

Tyr

His

Asp

Ser

Val

235
Gly

Leu
Cys
Phe
Cys
60

Cys
Ala
Ser
Ser
Leu
140
Gly
Thr
Tyr
Asn
Lys
220

Thr

Ser

Ala
Ala
Gly
45

Leu
Asn
Cys
Ser
Tle
125
Leu
Gly
Lys
Ser
Lys
205
Glu

Ala

Asp

Ala
Lys
30

Asn
Asp
Lys
Ser
Val
110
Asn
Phe
Leu
Asn
Tle
190
Met
Lys

Lys

Val

Leu
15

Glu
Cys
Tyr
Phe
Asp
95

Cys
Glu
Ser
Leu
Met
175
Val
Tyr
Phe

Tyr

Glu
255

Ser
Val
Arg
Gln
Arg
80

Asp
Gln
Pro
Leu
Pro
160
Arg
Thr
Asp
Asn
Gln

240
Ile
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Asn Gly Ile

Phe
Asp
Ser
305
Gln
Leu
Met
Gly
Arg
385
Ile
Tyr
Arg
Leu
Asp
465
Gly
Tyr
Gly
Pro
Arg

545

Pro

Glu
Glu
290
Gly
Arg
Asn
Glu
Asp
370
Pro
Ala
Leu
Tle
Asn
450
Asn
Phe
Asn
Thr
Lys
530

Asn

Ile

Glu
275
Arg
His
Val
Leu
Gln
355
Val
Ser
Arg
Lys
Glu
435
Pro
Val
Lys
Leu
His
51h
His
Pro

Glu

Phe
260
Arg
Pro
Ser
Asp
His
340
Gly
Lys
Asp
Asn
His
420
Pro
Ser
Phe
His
Met
500
Gly
Pro

Arg

Asp

Pro

Ile

His

Tyr

Gly

325

Arg

Ser

Asn

Val

Leu

405

Phe

Leu

Glu

Ser

Gly

485

Cys

Ser

Lys

Asp

Phe

Asp
Leu
Phe
Gly
310
Met
Cys
Cys
Ile
Pro
390
Ser
Leu
Thr
Arg
Asn
470
Ile
Asp
Leu
Glu
Asn

550
Gln

Tle
Ala
Tyr
295
Pro
Val
Leu
Lys
Lys
375
Asp
Cys
Pro
Phe
Lys
455
Met
Glu
Leu
Asn
Val
535

Leu

Thr

Tyr
Val
280
Thr
Val
Gly
Asn
Lys
360
Val
Lys
Arg
Lys
Tyr
440
Tyr
Gln
Ala
Leu
His
520
His
Gly

Gln

Lys
265
Leu
Leu
Ser
Met
Leu
345
Tyr
Tle
Tyr
Glu
Arg
425
Leu
Cys
Ala
Asp
Asn
505
Leu
Pro
Cys

Phe

226

Met

Gln

Tyr

Ser

Leu

330

Ile

Ile

Tyr

Tyr

Pro

410

Leu

Asp

Gly

Leu

Thr

490

Leu

Leu

Leu

Ser

Asn

Tyr

Trp

Leu

Glu

315

Met

Leu

Tyr

Gly

Ser

395

Asn

His

Pro

Ser

Phe

475

Phe

Thr

Lys

Val

Cys

555
Leu

Asn
Leu
Glu
300
Val
Asp
Tle
Leu
Pro
380
Phe
Gln
Phe
Gln
Gly
460
Val
Glu
Pro
Asn
Gln
540

Asn

Thr

Gly
Gln
285
Glu
Tle
Gly
Ser
Asn
365
Ala
Asn
His
Ala
Trp
445
Phe
Gly
Asn
Ala
Pro
525
Cys

Pro

Val

Ser
270
Leu
Pro
Lys
Leu
Asp
350
Lys
Ala
Tyr
Phe
Lys
430
Gln
His
Tyr
Tle
Pro
510
Val
Pro

Ser

Ala

Val

Pro

Asp

Ala

Lys

335

His

Tyr

Arg

Glu

Lys

415

Ser

Leu

Gly

Gly

Glu

495

Asn

Tyr

Phe

Ile

Glu

Pro
Lys
Ser
Leu
320
Glu
Gly
Leu
Leu
Gly
400
Pro
Asp
Ala
Ser
Pro
480
Val
Asn
Thr
Thr
Leu

560
Glu
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Lys Ile Ile

Gln
Gly
Asp
625
Gln
Lys
Asn
Ile
Asp
705
Val
Leu
Leu
Ser
Leu
785
Asp
Thr
Glu

Ser

Glu
865

Lys
Tyr
610
Arg
Asp
Asn
Lys
Val
690
Thr
Ser
Glu
Ile
Gln
770
Pro
Ser
Asp
Pro
Gln

850
Leu

Glu
595
Ser
Asn
Phe
Asn
Asn
675
Pro
Leu
Gly
Asn
Pro
755
Thr
His
Ser
Val
Val
835

Glu

Leu

Lys
580
Asn
Gln
Asp
Arg
Thr
660
Ser
Met
Leu
Pro
Leu
740
Thr
Pro
Arg
Trp
Glu
820
Ser

Asp

Gly

565
His

Thr
Asp
Ser
Ile
645
Lys
Ser
Tyr
Arg
Val
725
Arg
His
Leu
Thr
Val
805
His
Asp

Asp

Gly

Glu
Tle
Tle
Phe
630
Pro
Val
Gly
Gln
Lys
710
Phe
Gln
Phe
His
Asp
790
Glu
Tle
Tle

Lys

Pro
870

Thr
Cys
Leu
615
Ser
Leu
Ser
Tle
Ser
695
Tyr
Asp
Lys
Phe
Cys
775
Asn
Glu
Thr
Leu
Thr

855

Ser

Leu
Leu
600
Met
Thr
Ser
Tyr
680
Phe
Ala
Phe
Arg
Tle
760
Glu
Ser
Leu
Gly
Lys
840
His

Val

Pro
585
Leu
Pro
Glu
Pro
Gly
665
Ser
Gln
Glu
Asp
Arg
745
Val
Asn
Glu
Leu
Leu
825
Leu

Thr

Phe

227

570

Ser
Leu
Asp
Val
650
Phe
Glu
Val
Glu
Tyr
730
Val
Leu
Leu
Ser
Met
810
Ser
Lys

Cys

Leu

Gly
Gln
Trp
Phe
635
His
Leu
Ala
Ile
Arg
715
Asp
Ile
Thr
Asp
Cys
795
Leu
Phe
Thr

Pro

Phe
875

Arg
His
Thr
620
Ser
Lys
Ser
Leu
Trp
700
Asn
Gly
Arg
Ser
Thr
780
Val
His
Tyr
His
Pro

860

Pro

Pro
Gln
605
Ser
Asn
Cys
Pro
Leu
685
Arg
Gly
Arg
Asn
Cys
765
Leu
His
Arg
Gln
Leu
845

Cys

Pro

Arg
590
Phe
Tyr
Cys
Ser
Pro
670
Thr
Tyr
Val
Cys
Gln
750
Lys
Ala
Gly
Ala
Gln
830
Pro

Pro

Lys

575
Val

Met
Thr
Leu
Phe
655
Gln
Thr
Phe
Asn
Asp
735
Glu
Asp
Phe
Lys
Arg
815
Arg
Thr

Ala

Pro

Leu

Ser

Val

Tyr

640

Tyr

Leu

Asn

His

Val

720

Ser

Ile

Thr

Ile

His

800

Ile

Lys

Phe

Pro

Lys
880
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Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
885 890 895
Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
900 905 910
Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
915 920 925

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
930 935 940

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu

945 950 955 960

Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg

965 970 975
Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
980 985 990
Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
995 1000 1005

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
1010 1015 1020

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
1025 1030 1035

Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
1040 1045 1050

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
1055 1060 1065

Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
1070 1075

<210> 18

211> 1082

<212> PRT

213> N3

220>

<223> ENPPT1-Fc& LM 751

220>

<221> SIGNAL

222> (22)..(23)

223> (55 KA HIVIE]

220>

<221> MISC FEATURE

222> (856) .. (1082)

228
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<223> FIRFcF5
<400> 18

Met Arg Gly Pro Ala

1
Ala

Lys
Cys
Glu
65

Cys
Cys
Gly
Gln
Asp
145
Val
Pro
Gly
Pro
Pro
225
Gly
Asn

Phe

Asp

Pro
Ser
Asp
50

Thr
Gly
Lys
Glu
Cys
130
Gly
Tle
Val
Leu
Lys
210
Glu
Leu
Gly

Glu

Glu

Gly
Cys
35

Ala
Cys
Glu
Asp
Lys
115
Pro
Phe
Ser
Tyr
Tyr
195
Met
Trp
Lys
Ile
Glu

275
Arg

Ala
20

Lys
Ala
Ile
Lys
Lys
100
Ser
Ala
Arg
Lys
Pro
180
Pro
Asn
Tyr
Ser
Phe
260

Arg

Pro

5
Gly

Gly
Cys
Glu
Arg
85

Gly
Trp
Gly
Ala
Leu
165
Thr
Glu
Ala
Lys
Gly
245
Pro

Ile

His

Val
Ala
Arg
Val
Pro
70

Leu
Asp
Val
Phe
Glu
150
Lys
Lys
Ser
Ser
Gly
230
Thr
Asp

Leu

Phe

Leu

Gly

Cys

Glu

95

Glu

Thr

Cys

Glu

Glu

135

Tyr

Lys

Thr

His

Phe

215

Glu

Phe

Ile

Ala

Tyr

Leu
Leu
Phe
40

Leu
His
Arg
Cys
Glu
120
Thr
Leu
Cys
Phe
Gly
200
Ser

Pro

Phe

Val
280
Thr

Thr
Lys
25

Glu
Gly
Tle
Ser
Tle
105
Pro
Pro
His
Gly
Pro
185
Tle
Leu
Tle
Trp
Lys
265
Leu

Leu

229

Val Ala
10

Pro Ser

Arg Thr

Asn Cys

Trp Thr
75

Leu Cys

90

Asn Tyr

Cys Glu
Pro Thr
Thr Trp
Thr Tyr
170
Asn His
Ile Asp
Lys Ser
Trp Val
235
Pro Gly
250
Met Tyr

Gln Trp

Tyr Leu

Leu

Cys

Phe

Cys

60

Cys

Ala

Ser

Ser

Leu

140

Gly

Thr

Tyr

Asn

Lys

220

Thr

Ser

Asn

Leu

Glu

Ala
Ala
Gly
45

Leu
Asn
Cys
Ser
Tle
125
Leu
Gly
Lys
Ser
Lys
205
Glu
Ala
Asp
Gly
Gln

285
Glu

Thr
Lys

30

Asn

Lys
Ser
Val
110
Asn
Phe
Leu
Asn
Tle
190
Met
Lys
Lys
Val
Ser
270

Leu

Pro

Leu
15

Glu
Cys
Tyr
Phe
Asp
95

Cys
Glu
Ser
Leu
Met
175
Val
Tyr
Phe
Tyr
Glu
255
Val

Pro

Asp

Leu
Val
Arg
Gln
Arg
80

Asp
Gln
Pro
Leu
Pro
160
Arg
Thr
Asp
Asn
Gln
240
Ile
Pro

Lys

Ser
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Ser
305
Gln
Leu
Met
Gly
Arg
385
Ile
Tyr
Arg
Leu
Asp
465
Gly
Tyr
Gly
Pro
Arg
545
Pro

Lys

Gln

290
Gly

Arg
Asn
Glu
Asp
370
Pro
Ala
Leu
Tle
Asn
450
Asn
Phe
Asn
Thr
Lys
530
Asn
Tle

Ile

Lys

His
Val
Leu
Gln
355
Val
Ser
Arg
Lys
Glu
435
Pro
Val
Lys
Leu
His
51h
His
Pro
Glu

Ile

Glu
595

Ser
Asp
His
340
Gly
Lys
Asp
Asn
His
420
Pro
Ser
Phe
His
Met
500
Gly
Pro
Arg
Asp
Lys

580

Asn

Tyr
Gly
325
Arg
Ser
Asn
Val
Leu
405
Phe
Leu
Glu
Ser
Gly
485
Cys
Ser
Lys
Asp
Phe
565
His

Thr

Gly
310
Met
Cys
Cys
Ile
Pro
390
Ser
Leu
Thr
Arg
Asn
470
Ile
Asp
Leu
Glu
Asn
550
Gln

Glu

Ile

295

Pro
Val
Leu
Lys
Lys
375
Asp
Cys
Pro
Phe
Lys
455
Met
Glu
Leu
Asn
Val
535
Leu
Thr

Thr

Cys

Val
Gly
Asn
Lys
360
Val
Lys
Arg
Lys
Tyr
440
Tyr
Gln
Ala
Leu
His
520
His
Gly
Gln

Leu

Leu
600

Ser
Met
Leu
345
Tyr
Tle
Tyr
Glu
Arg
425
Leu
Cys
Ala
Asp
Asn
505
Leu
Pro
Cys
Phe
Pro

585
Leu

230

Ser
Leu
330
Tle
Tle
Tyr
Tyr
Pro
410
Leu
Asp
Gly
Leu
Thr
490
Leu
Leu
Leu
Ser
Asn
570

Tyr

Ser

Glu
315
Met
Leu
Tyr
Gly
Ser
395
Asn
His
Pro
Ser
Phe
475
Phe
Thr
Lys
Val
Cys
555
Leu

Gly

Gln

300
Val

Asp
Tle
Leu
Pro
380
Phe
Gln
Phe
Gln
Gly
460
Val
Glu
Pro
Asn
Gln
540
Asn
Thr

Arg

His

Ile

Gly

Ser

Asn

365

Ala

Asn

His

Ala

Trp

445

Phe

Gly

Asn

Ala

Pro

525

Cys

Pro

Val

Pro

Gln
605

Lys
Leu
Asp
350
Lys
Ala
Tyr
Phe
Lys
430
Gln
His
Tyr
Ile
Pro
510
Val
Pro
Ser
Ala
Arg

590
Phe

Ala
Lys
335
His
Tyr
Arg
Glu
Lys
415
Ser
Leu
Gly
Gly
Glu
495
Asn
Tyr
Phe
Ile
Glu
575

Val

Met

Leu
320
Glu
Gly
Leu
Leu
Gly
400
Pro
Asp
Ala
Ser
Pro
480
Val
Asn
Thr
Thr
Leu
560
Glu

Leu

Ser
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Gly
Asp
625
Gln
Lys
Asn
Ile
Asp
705
Val
Leu
Leu
Ser
Leu
785
Asp
Thr
Glu
Ser
Pro
865
Lys

Val

Tyr

Tyr
610
Arg
Asp
Asn
Lys
Val
690
Thr
Ser
Glu
Ile
Gln
770
Pro
Ser
Asp
Pro
Gln
850
Ala
Pro

Val

Val

Ser

Asn

Phe

Asn

Asn

675

Pro

Leu

Gly

Asn

Pro

755

Thr

His

Ser

Val

Val

835

Glu

Pro

Lys

Val

Asp

Gln
Asp
Arg
Thr
660
Ser
Met
Leu
Pro
Leu
740
Thr
Pro
Arg
Trp
Glu
820
Ser
Asp
Glu
Asp
Asp

900
Gly

Asp
Ser
Ile
645
Lys
Ser
Tyr
Arg
Val
725
Arg
His
Leu
Thr
Val
805
His
Asp
Leu
Leu
Thr
885

Val

Val

Tle
Phe
630
Pro
Val
Gly
Gln
Lys
710
Phe
Gln
Phe
His
Asp
790
Glu
Tle
Tle
Tle
Leu
870
Leu

Ser

Glu

Leu
615
Ser
Leu
Ser
Tle
Ser
695
Tyr
Asp
Lys
Phe
Cys
775
Asn
Glu
Thr
Leu
Asn
855
Gly
Met
His

Val

Met

Thr

Ser

Tyr

Tyr

680

Phe

Ala

Phe

Arg

Ile

760

Glu

Ser

Leu

Gly

Lys

840

Asp

Gly

Ile

Glu

His

Pro Leu Trp

Glu
Pro
Gly
665
Ser
Gln
Glu
Asp
Arg
745
Val
Asn
Glu
Leu
Leu
825
Leu
Lys
Pro
Ser
Asp
905

Asn

231

Asp
Val
650
Phe
Glu
Val
Glu
Tyr
730
Val
Leu
Leu
Ser
Met
810
Ser
Lys
Thr
Ser
Arg
890

Pro

Ala

Phe
635
His
Leu
Ala
Ile
Arg
715
Asp
Ile
Thr
Asp
Cys
795
Leu
Phe
Thr
His
Val
875
Thr

Glu

Lys

Thr
620
Ser
Lys
Ser
Leu
Trp
700
Asn
Gly
Arg
Ser
Thr
780
Val
His
Tyr
His
Thr
860
Phe
Pro

Val

Thr

Ser

Asn

Cys

Pro

Leu

685

Arg

Gly

Arg

Asn

Cys

765

Leu

His

Arg

Gln

Leu

845

Cys

Leu

Glu

Lys

Lys

Tyr

Cys

Ser

Pro

670

Thr

Tyr

Val

Cys

Gln

750

Lys

Ala

Gly

Ala

Gln

830

Pro

Pro

Phe

Val

Phe

910

Pro

Thr
Leu
Phe
655
Gln
Thr
Phe
Asn
Asp
735
Glu
Asp
Phe
Lys
Arg
815
Arg
Thr
Pro
Pro
Thr
895

Asn

Arg

Val
Tyr
640
Tyr
Leu
Asn
His
Val
720
Ser
Tle
Thr
Tle
His
800
Tle
Lys
Phe
Cys
Pro
880
Cys

Trp

Glu
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915
Glu Gln Tyr
930
Gln

920
Tyr Arg
935
Gly Lys

Asn Ser Thr Val Val Ser
His
945
Lys

Glu Lys
955

Ile

Asn Tyr
950

Pro

Asp Trp Leu

Ala Ala
965

Pro

ITle Glu Thr
970

Leu

Leu Pro Lys

Gln Glu
980

Asn

Gln Thr
985
Ser Leu Thr
1000
Glu Trp Glu
1015
Pro Pro Val
1030
Leu Thr Val
1045
Cys Ser Val
1060
Ser Leu Ser

1075

Pro Arg Val Tyr Pro

Met Thr Lys Gln Val Cys Leu
995
Ser Asp
1010
Asn Tyr
1025
Phe Leu
1040
Gly Asn
1055
His Tyr
1070
<210> 19
<211> 849
<212> PRT
213> NLF4
220>
223>
220>
221>

222>

Pro Tle Ala Val Ser Asn

Asn Lys Thr Thr Leu Asp

Phe Tyr Ser Lys Asp Lys

Gln Val Phe Ser Met His

Asn Thr Gln Lys Leu Ser

ENPP71 (B/NPP1 NR 3HGLK) Z L 18 5 51|

SIGNAL

(22) .. (23)

223> (55 KA HIVIE R

<400> 19

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala

1 5 10

Ala Pro Gly Ala Gly Ala Pro Ser Cys Ala Lys

20 25

Lys Gly Arg Cys Phe Glu Arg Thr Phe Gly Asn
35 40

Ala Cys Val Glu Leu Gly Asn Cys Cys Leu Asp

232

925
Val Leu
940

Cys

Thr

Lys Val

Ser Lys Ala
Arg
990
Lys Gly
1005
Gly Gln Pro
1020

Ser Asp Gly
1035

Ser Arg Trp
1050

Glu Ala Leu
1065

Pro Gly Lys
1080

Pro Ser

Val

Leu Ala Thr

Glu Val Lys
30
Cys Arg Cys
45
Tyr Gln Glu

Val Leu

Ser Asn
960

Lys Gly

975

Glu Glu

Phe Tyr

Glu

Ser

Gln

His

Leu Leu
15
Ser Cys

Asp Ala

Thr Cys
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50

Tle Glu Pro

65
Lys

Lys
Ser
Ala
Arg
145
Lys
Pro
Pro
Asn
Tyr
225
Ser
Phe
Arg
Pro
Ser
305
Asp
His

Gly

Arg

Gly

Gly
130
Ala
Leu
Thr
Glu
Ala
210
Lys
Gly
Pro
Ile
His
290
Tyr
Gly

Arg

Ser

Leu
Asp
Val
115
Phe
Glu
Lys
Lys
Ser
195
Ser
Gly
Thr
Asp
Leu
275
Phe
Gly
Met

Cys

Cys
355

Glu
Thr
Cys
100
Glu
Glu
Tyr
Lys
Thr
180
His
Phe
Glu
Phe
Tle
260
Ala
Tyr
Pro
Val
Leu

340
Lys

His
Arg
85

Cys
Glu
Thr
Leu
Cys
165
Phe
Gly
Ser
Pro
Phe
245
Val
Thr
Val
Gly
325

Asn

Lys

Tle
70

Ser
Tle
Pro
Pro
His
150
Gly
Pro
Tle
Leu
Tle
230
Trp
Lys
Leu
Leu
Ser
310
Met

Leu

Tyr

95

Leu

Asn

Cys

Pro

135

Thr

Thr

Asn

Ile

Lys

215

Trp

Pro

Met

Gln

Tyr

295

Ser

Leu

Ile

Ile

Thr

Cys

Tyr

Glu

120
Thr

Trp
280
Leu
Glu

Met

Leu

360

Cys Asn Lys

Ala
Ser
105
Ser
Leu
Gly
Thr
Tyr
185
Asn
Lys
Thr
Ser
Asn
265
Leu
Glu
Val
Asp
Tle

345
Leu

233

Cys
90

Ser
Ile
Leu
Gly
Lys
170
Ser
Lys
Glu
Ala
Asp
250
Gly
Gln
Glu
Ile
Gly
330

Ser

Asn

75

Ser
Val
Asn
Phe
Leu
155
Asn
Tle
Met
Lys
Lys
235
Val
Ser
Leu
Pro
Lys
315
Leu

Asp

Lys

60
Phe

Asp
Cys
Glu
Ser
140
Leu
Met
Val
Tyr
Phe
220
Tyr
Glu
Val
Pro
Asp
300
Ala
Lys
His

Tyr

Arg
Asp
Gln
Pro
125
Leu
Pro
Arg
Thr
Asp
205
Asn
Gln
Ile
Pro
Lys
285
Ser
Leu
Glu

Gly

Leu
365

Cys
Cys
Gly

110
Gln

Asp
Val
Pro
Gly
190
Pro
Pro
Gly
Asn
Phe
270
Asp
Ser
Gln
Leu
Met

350
Gly

Gly
Lys
95

Glu
Cys
Gly
Ile
Val
175
Leu
Lys
Glu
Leu
Gly
255
Glu
Glu
Gly
Arg
Asn
335

Glu

Asp

Glu
80

Asp
Lys
Pro
Phe
Ser
160
Tyr
Tyr
Met
Trp
Lys
240
Ile
Glu
Arg
His
Val
320
Leu

Gln

Val
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Lys
Asp
385
Asn
His
Pro
Ser
Phe
465
His
Met
Gly
Pro
Arg
545
Asp
Lys
Asn
Gln
Asp
625
Arg

Thr

Ser

Asn
370
Val
Leu
Phe
Leu
Glu
450
Ser
Gly
Cys
Ser
Lys
530
Asp
Phe
His
Thr
Asp
610
Ser
Ile

Lys

Ser

Ile

Pro

Ser

Leu

Thr

435

Arg

Asn

Ile

Asp

Leu

ol5

Glu

Asn

Gln

Glu

Ile

595

Ile

Phe

Pro

Val

Gly

Lys
Asp
Cys
Pro
420
Phe
Lys
Met
Glu
Leu
500
Asn
Val
Leu
Thr
Thr
580
Cys
Leu
Ser
Leu
Ser

660
Ile

Val
Lys
Arg
405
Lys
Tyr
Tyr
Gln
Ala
485
Leu
His
His
Gly
Gln
565
Leu
Leu
Met
Thr
Ser
645

Tyr

Tyr

Tle
Tyr
390
Glu
Arg
Leu
Cys
Ala
470
Asp
Asn
Leu
Pro
Cys
550
Phe
Pro
Leu
Pro
Glu
630
Pro

Gly

Ser

Tyr
375
Tyr
Pro
Leu
Asp
Gly
455
Leu
Thr
Leu
Leu
Leu
535
Ser
Asn
Tyr
Ser
Leu
615
Asp
Val

Phe

Glu

Gly

Ser

Asn

His

Pro

440

Ser

Phe

Phe

Thr

Lys

520

Val

Cys

Leu

Gly

Gln

600

Trp

Phe

His

Leu

Ala

Pro Ala Ala

Phe
Gln
Phe
425
Gln
Gly
Val
Glu
Pro
505
Asn
Gln
Asn
Thr
Arg
585
His
Thr
Ser
Lys
Ser
665

Leu

234

Asn
His
410
Ala
Trp
Phe
Gly
Asn
490
Ala
Pro
Cys
Pro
Val
570
Pro
Gln
Ser
Asn
Cys
650

Pro

Leu

Tyr
395
Phe
Lys
Gln
His
Tyr
475
Tle
Pro
Val
Pro
Ser
555
Ala
Arg
Phe
Tyr
Cys
635
Ser

Pro

Thr

Arg
380
Glu
Lys
Ser
Leu
Gly
460
Gly
Glu
Asn
Tyr
Phe
540
Tle
Glu
Val
Met
Thr
620
Leu
Phe

Gln

Thr

Leu

Gly

Pro

Asp

Ala

445

Ser

Pro

Val

Asn

Thr

525

Thr

Leu

Glu

Leu

Ser

605

Val

Tyr

Tyr

Leu

Asn

Arg
Ile
Tyr
Arg
430
Leu
Asp
Gly
Tyr
Gly
510
Pro
Arg
Pro
Lys
Gln
590
Gly
Asp
Gln
Lys
Asn

670
Ile

Pro
Ala
Leu
415
Ile
Asn
Asn
Phe
Asn
495
Thr
Lys
Asn
Ile
Ile
575
Lys
Tyr
Arg
Asp
Asn
655

Lys

Val

Ser
Arg
400
Lys
Glu
Pro
Val
Lys
480
Leu
His
His
Pro
Glu
560
Tle
Glu
Ser
Asn
Phe
640
Asn

Asn

Pro
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675 680 685

Met Tyr Gln Ser Phe Gln Val Ile Trp Arg Tyr Phe His Asp Thr Leu

690 695 700

Leu Arg Lys Tyr Ala Glu Glu Arg Asn Gly Val Asn Val Val Ser Gly

705 710 715 720

Pro Val Phe Asp Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu Asn

725 730 735
Leu Arg Gln Lys Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile Pro
740 745 750

Thr His Phe Phe Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln Thr
755 760 765

Pro Leu His Cys Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro His

770 775 780

Arg Thr Asp Asn Ser Glu Ser Cys Val His Gly Lys His Asp Ser Ser

785 790 795 800

Trp Val Glu Glu Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp Val

805 810 815
Glu His Ile Thr Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro Val
820 825 830

Ser Asp Ile Leu Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln Glu
835 840 845

Asp

<210> 20

211> 1079

<212> PRT

Q213> NLFH)

220>

<223> ENPP71 (H/DNPP1 NARuwGLK) -FeZ 1R 4]

<220>

<221> SIGNAL

222> (22)..(23)

223> (55 KA HIVIE R

220>

<221> MISC FEATURE

<222> (854) .. (1079)

223> FKIRFcFA

<400> 20

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu Leu

1

5

235

10

15
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Ala
Lys
Ala
Tle
65

Lys
Lys
Ser
Ala
Arg
145
Lys
Pro
Pro
Asn
Tyr
225
Ser
Phe
Arg
Pro
Ser

305
Asp

Pro
Gly
Cys
50

Glu
Arg
Gly
Trp
Gly
130
Ala
Leu
Thr
Glu
Ala
210
Lys
Gly
Pro
Tle
His
290

Tyr

Gly

Gly
Arg
35

Val
Pro
Leu
Asp
Val
115
Phe
Glu
Lys
Lys
Ser
195
Ser
Gly
Thr
Asp
Leu
275
Phe

Gly

Met

Ala
20

Cys
Glu
Glu
Thr
Cys
100
Glu
Glu
Tyr
Lys
Thr
180
His
Phe
Glu
Phe
Tle
260
Ala
Tyr

Pro

Val

Gly

Phe

Leu

His

Arg

85

Cys

Glu

Thr

Leu

Cys

165

Phe

Gly

Ser

Pro

Phe

245

Tyr

Val

Thr

Val

Gly

Ala

Glu

Gly

Ile

70

Ser

Ile

Pro

Pro

His

150

Gly

Pro

Ile

Leu

Ile

230

Trp

Lys

Leu

Leu

Ser

310
Met

Pro

Arg

Asn

95

Trp

Leu

Asn

Cys

Pro

135

Thr

Thr

Asn

Ile

Lys

215

Pro

Met

Gln

295

Ser

Leu

Ser

Thr

40

Cys

Thr

Cys

Tyr

Glu

120

Thr

Trp

Tyr

His

Asp

200

Ser

Val

Gly

Tyr

280

Leu

Glu

Met

Cys Ala Lys

25
Phe

Cys

Cys

Ala

Ser

105

Ser

Leu

Gly

Thr

Tyr

185

Asn

Lys

Thr

Ser

Asn

265

Leu

Glu

Val

Asp

236

Gly
Leu
Asn
Cys
90

Ser
Tle
Leu
Gly
Lys
170
Ser
Lys
Glu
Ala
Asp
250
Gly
Gln
Glu

Ile

Gly

Asn
Asp
Lys
75

Ser
Val
Asn
Phe
Leu
155
Asn
Tle
Met
Lys
Lys
235
Val
Ser
Leu
Pro
Lys

315
Leu

Glu
Cys
Tyr
60

Phe
Asp
Cys
Glu
Ser
140
Leu
Met
Val
Tyr
Phe
220
Tyr
Glu
Val
Pro
Asp
300

Ala

Lys

Val
Arg
45

Gln
Arg
Asp
Gln
Pro
125
Leu
Pro
Arg
Thr
Asp
205
Asn
Gln
Ile
Pro
Lys
285
Ser

Leu

Glu

Lys
30

Cys
Glu
Cys
Cys
Gly
110
Gln
Asp
Val
Pro
Gly
190
Pro
Pro
Gly
Asn
Phe
270
Asp
Ser

Gln

Leu

Ser

Asp

Thr

Gly

Lys

95

Glu

Cys

Gly

Ile

Val

175

Leu

Lys

Glu

Leu

Gly

255

Glu

Glu

Gly

Arg

Asn

Cys
Ala
Cys
Glu
80

Asp
Lys
Pro
Phe
Ser
160
Tyr
Tyr
Met
Trp
Lys
240
Tle
Glu
Arg
His
Val

320
Leu
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His
Gly
Lys
Asp
385
Asn
His
Pro
Ser
Phe
465
His
Met
Gly
Pro
Arg
545
Asp
Lys
Asn

Gln

Asp
625

Arg
Ser
Asn
370
Val
Leu
Phe
Leu
Glu
450
Ser
Gly
Cys
Ser
Lys
530
Asp
Phe
His
Thr
Asp

610

Ser

Cys
Cys
355
Tle
Pro
Ser
Leu
Thr
435
Arg
Asn
Tle
Asp
Leu
515
Glu
Asn
Gln
Glu
Tle
595

Ile

Phe

Leu
340
Lys
Lys
Asp
Cys
Pro
420
Phe
Lys
Met
Glu
Leu
500
Asn
Val
Leu
Thr
Thr
580
Cys

Leu

Ser

325

Asn
Lys
Val
Lys
Arg
405
Lys
Tyr
Tyr
Gln
Ala
485
Leu
His
His
Gly
Gln
565
Leu
Leu

Met

Thr

Leu
Tyr
Ile
Tyr
390
Glu
Arg
Leu
Cys
Ala
470
Asp
Asn
Leu
Pro
Cys
550
Phe
Pro
Leu

Pro

Glu
630

Tle
Tle
Tyr
375
Tyr
Pro
Leu
Asp
Gly
455
Leu
Thr
Leu
Leu
Leu
535
Ser
Asn
Tyr
Ser
Leu

615
Asp

Leu
Tyr
360
Gly
Ser
Asn
His
Pro
440
Ser
Phe
Phe
Thr
Lys
520
Val
Cys
Leu
Gly
Gln
600

Trp

Phe

Tle
345
Leu
Pro
Phe
Gln
Phe
425
Gln
Gly
Val
Glu
Pro
505
Asn
Gln
Asn
Thr
Arg
585
His
Thr

Ser

237

330

Ser

Asn

Ala

Asn

His

410

Ala

Trp

Phe

Gly

Asn

490

Ala

Pro

Cys

Pro

Val

570

Pro

Gln

Ser

Asn

Asp
Lys
Ala
Tyr
395
Phe
Lys
Gln
His
Tyr
475
Ile
Pro
Val
Pro
Ser
55h
Ala
Arg
Phe

Tyr

Cys
635

His
Tyr
Arg
380
Glu
Lys
Ser
Leu
Gly
460
Gly
Glu
Asn
Tyr
Phe
540
Ile
Glu
Val
Met
Thr

620
Leu

Gly
Leu
365
Leu
Gly
Pro
Asp
Ala
445
Ser
Pro
Val
Asn
Thr
525
Thr
Leu
Glu
Leu
Ser
605

Val

Tyr

Met
350
Gly
Arg
Ile
Tyr
Arg
430
Leu
Asp
Gly
Tyr
Gly
510
Pro
Arg
Pro
Lys
Gln
590
Gly

Asp

Gln

335
Glu

Asp
Pro
Ala
Leu
415
Tle
Asn
Asn
Phe
Asn
495
Thr
Lys
Asn
Tle
Tle
575
Lys
Tyr

Arg

Asp

Gln
Val
Ser
Arg
400
Lys
Glu
Pro
Val
Lys
480
Leu
His
His
Pro
Glu
560
Tle
Glu
Ser

Asn

Phe
640
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Arg

Thr

Ser

Met

Leu

705

Pro

Leu

Thr

Pro

Arg

785

Trp

Glu

Ser

Asp

Glu

865

Asp

Asp

Gly

Asn

Trp

Ile
Lys
Ser
Tyr
690
Arg
Val
Arg
His
Leu
770
Thr
Val
His
Asp
Leu
850
Leu
Thr
Val
Val
Ser

930
Leu

Pro
Val
Gly
675
Gln
Lys
Phe
Gln
Phe
755
His
Asp
Glu
Tle
Tle
835
Tle
Leu
Leu
Ser
Glu
915

Thr

Asn

Leu
Ser
660
Tle
Ser
Tyr
Asp
Lys
740
Phe
Cys
Asn
Glu
Thr
820
Leu
Asn
Gly
Met
His
900
Val

Tyr

Gly

Ser
645
Tyr
Tyr
Phe
Ala
Phe
725
Arg
Ile
Glu
Ser
Leu
805
Gly
Lys
Asp
Gly
Ile
885
Glu
His
Arg

Lys

Pro

Gly

Ser

Gln

Glu

710

Asp

Arg

Val

Asn

Glu

790

Leu

Leu

Leu

Lys

Pro

870

Ser

Asp

Asn

Val

Glu

Val
Phe
Glu
Val
695
Glu
Tyr
Val
Leu
Leu
775
Ser
Met
Ser
Lys
Thr
855
Ser
Arg
Pro
Ala
Val

935
Tyr

His
Leu
Ala
680
Ile
Arg
Asp
Ile
Thr
760
Asp
Cys
Leu
Phe
Thr
840
His
Val
Thr
Glu
Lys
920

Ser

Lys

Lys Cys Ser

Ser
665
Leu
Trp
Asn
Gly
Arg
745
Ser
Thr
Val
His
Tyr
825
His
Thr
Phe
Pro
Val
905
Thr
Val

Cys

238

650

Pro
Leu
Arg
Gly
Arg
730
Asn
Cys
Leu
His
Arg
810
Gln
Leu
Cys
Leu
Glu
890
Lys
Lys

Leu

Lys

Pro

Thr

Tyr

Val

715

Cys

Gln

Lys

Ala

Gly

795

Ala

Gln

Pro

Pro

Phe

875

Val

Phe

Pro

Thr

Val

Phe
Gln
Thr
Phe
700
Asn
Asp
Glu
Asp
Phe
780
Lys
Arg
Arg
Thr
Pro
860
Pro
Thr
Asn
Arg
Val

940

Ser

Tyr
Leu
Asn
685
His
Val
Ser
Tle
Thr
765
Tle
His
Tle
Lys
Phe
845
Cys
Pro
Cys
Trp
Glu
925

Leu

Asn

Lys
Asn
670
Tle
Asp
Val
Leu
Leu
750
Ser
Leu
Asp
Thr
Glu
830
Ser
Pro
Lys
Val
Tyr
910
Glu
His

Lys

Asn
655
Lys
Val
Thr
Ser
Glu
735
Tle
Gln
Pro
Ser
Asp
815
Pro
Gln
Ala
Pro
Val
895
Val
Gln

Gln

Ala

Asn

Asn

Pro

Leu

Gly

720

Asn

Pro

Thr

His

Ser

800

Val

Val

Glu

Pro

Lys

880

Val

Asp

Tyr

Asp

Leu
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945
Pro Ala Pro
Glu Pro GIn
Gln Val
995
Ala Val
1010
Thr Thr
1025
Ser Lys
1040
Phe Ser
1055
Gln Lys
1070
<210> 21
211> 1474
<212> PRT
213> NTJF
220>
223>
220>
221>
222>
223>
220>
221>
222>
220>
221>
222>
223>
<400>

Asn

Ile

Lys

Tyr

Val

Thr

STGNAL

21

Tle
Val
980
Ser
Glu
Pro
Leu

Cys

Ser

¢l

(22) .. (23)
SRR BRI A

Glu
965
Tyr

Leu

Pro

Thr

Ser

Leu

MISC FEATURE
(857) .. (1474)

MISC FEATURE
(857) .. (1474)
RRAEAFS

950
Lys

Thr

Thr

Glu

Val

Val

Val

Ser

Thr Ile Ser

Leu Pro Pro
985

Cys Leu Val

1000

Ser Asn Gly

1015

Leu Asp Ser

1030

Asp Lys Ser

1045

Met His Glu

1060

Leu Ser Pro

1075

Lys

970

Ser

Lys

Gln

Asp

Arg

Ala

Gly

955
Ala

Arg

Gly

Pro

Gly

Trp

Leu

Lys

Lys Gly Gln

Glu Glu Met
990

Phe Tyr Pro

1005

Glu Asn Asn

1020

Ser Phe Phe

1035

Gln Gln Gly

1050

His Asn His

1065

-ENPP71 (t/NPP1 N EHGLK) - ALBZ L 2 1)

960
Pro Arg
975
Thr Lys
Ser Asp
Tyr
Leu

Asn

Tyr

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu Leu

1

5

10

15

Ala Pro Gly Ala Gly Ala Pro Ser Cys Ala Lys Glu Val Lys Ser Cys

20

25

239

30
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Lys Gly Arg

Ala
Ile
65

Lys
Lys
Ser
Ala
Arg
145
Lys
Pro
Pro
Asn
Tyr
225
Ser
Phe
Arg
Pro
Ser
305

Asp

His

Cys
50
Glu

Arg

Gly

Gly
130
Ala
Leu
Thr
Glu
Ala
210
Lys
Gly

Pro

Ile

35
Val

Pro
Leu
Asp
Val
115
Phe
Glu
Lys
Lys
Ser
195
Ser
Gly
Thr
Asp
Leu
275
Phe
Gly

Met

Cys

Cys

Glu

Glu

Thr

Cys

100

Glu

Glu

Tyr

Lys

Thr

180

His

Phe

Glu

Phe

Ile

260

Ala

Tyr

Pro

Val

Leu

Phe
Leu
His
Arg
85

Cys
Glu
Thr
Leu
Cys
165
Phe
Gly
Ser
Pro
Phe
245
Tyr
Val
Thr
Val
Gly

325

Asn

Glu
Gly
Tle
70

Ser
Tle
Pro
Pro
His
150
Gly
Pro
Tle
Leu
Tle
230
Trp
Lys
Leu
Leu
Ser
310

Met

Leu

Arg

Asn

95

Leu

Asn

Cys

Pro

135

Thr

Thr

Asn

Ile

Lys

215

Trp

Pro

Met

Gln

Tyr

295

Ser

Leu

Ile

Thr
40
Cys

Thr

Cys

Tyr

Glu

120
Thr

Trp
280
Leu
Glu

Met

Leu

Phe Gly Asn

Cys Leu Asp

Cys Asn Lys
75
Ala Cys Ser
90
Ser Ser Val
105
Ser Ile Asn

Leu Leu Phe

Gly Gly Leu
155
Thr Lys Asn
170
Tyr Ser Ile
185
Asn Lys Met

Lys Glu Lys

Thr Ala Lys
235
Ser Asp Val
250
Asn Gly Ser
265
Leu Gln Leu

Glu Glu Pro

Val Ile Lys

315

Asp Gly Leu
330

Ile Ser Asp

240

Cys
Tyr
60

Phe
Asp
Cys
Glu
Ser
140
Leu
Met
Val
Tyr
Phe
220
Tyr
Glu
Val
Pro
Asp
300
Ala

Lys

His

Arg
45

Gln
Arg
Asp
Gln
Pro
125
Leu
Pro
Arg
Thr
Asp
205
Asn
Gln
Ile
Pro
Lys
285
Ser
Leu

Glu

Gly

Cys

Glu

Cys

Cys

Gly

110

Gln

Asp

Val

Pro

Gly

190

Pro

Pro

Gly

Asn

Phe

270

Asp

Ser

Gln

Leu

Met

Asp
Thr
Gly
Lys
95

Glu
Cys
Gly
Ile
Val
175
Leu
Lys
Glu
Leu
Gly
255
Glu
Glu
Gly
Arg
Asn

335
Glu

Ala
Cys
Glu
80

Asp
Lys
Pro
Phe
Ser
160
Tyr
Tyr
Met
Trp
Lys
240
Ile
Glu
Arg
His
Val
320

Leu

Gln
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Gly
Lys
Asp
385
Asn
His
Pro
Ser
Phe
465
His
Met
Gly
Pro
Arg
545
Asp
Lys
Asn
Gln
Asp

625
Arg

Ser
Asn
370
Val
Leu
Phe
Leu
Glu
450
Ser
Gly
Cys
Ser
Lys
530
Asp
Phe
His
Thr
Asp
610

Ser

Ile

Cys
355
Tle
Pro
Ser
Leu
Thr
435
Arg
Asn
Tle
Asp
Leu
515
Glu
Asn
Gln
Glu
Tle
595
Tle

Phe

Pro

340
Lys

Lys
Asp
Cys
Pro
420
Phe
Lys
Met
Glu
Leu
500
Asn
Val
Leu
Thr
Thr
580
Cys
Leu

Ser

Leu

Lys
Val
Lys
Arg
405
Lys
Tyr
Tyr
Gln
Ala
485
Leu
His
His
Gly
Gln
565
Leu
Leu
Met

Thr

Ser
645

Tyr
Tle
Tyr
390
Glu
Arg
Leu
Cys
Ala
470
Asp
Asn
Leu
Pro
Cys
550
Phe
Pro
Leu
Pro
Glu

630

Pro

Tle
Tyr
375
Tyr
Pro
Leu
Asp
Gly
455
Leu
Thr
Leu
Leu
Leu
535
Ser
Asn
Tyr
Ser
Leu

615

Val

Tyr
360
Gly
Ser
Asn
His
Pro
440
Ser
Phe
Phe
Thr
Lys
520
Val
Cys
Leu
Gly
Gln
600
Trp

Phe

His

345
Leu

Pro
Phe
Gln
Phe
425
Gln
Gly
Val
Glu
Pro
505
Asn
Gln
Asn
Thr
Arg
585
His
Thr

Ser

Lys

241

Asn

Ala

Asn

His

410

Ala

Trp

Phe

Gly

Asn

490

Ala

Pro

Cys

Pro

Val

570

Pro

Gln

Ser

Asn

Cys
650

Lys
Ala
Tyr
395
Phe
Lys
Gln
His
Tyr
475
Tle
Pro
Val
Pro
Ser
55h
Ala
Arg
Phe
Tyr
Cys

635

Ser

Tyr
Arg
380
Glu
Lys
Ser
Leu
Gly
460
Gly
Glu
Asn
Tyr
Phe
540
Tle
Glu
Val
Met
Thr
620

Leu

Phe

Leu
365
Leu
Gly
Pro
Asp
Ala
445
Ser
Pro
Val
Asn
Thr
525
Thr
Leu
Glu
Leu
Ser
605
Val

Tyr

Tyr

350
Gly

Arg
Ile
Tyr
Arg
430
Leu
Asp
Gly
Tyr
Gly
510
Pro
Arg
Pro
Lys
Gln
590
Gly
Asp

Gln

Lys

Asp
Pro
Ala
Leu
415
Tle
Asn
Asn
Phe
Asn
495
Thr
Lys
Asn
Tle
Tle
575
Lys
Tyr
Arg

Asp

Asn
655

Val
Ser
Arg
400
Lys
Glu
Pro
Val
Lys
480
Leu
His
His
Pro
Glu
560
Tle
Glu
Ser
Asn
Phe

640

Asn
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Thr
Ser
Met
Leu
705
Pro
Leu
Thr
Pro
Arg
785
Trp
Glu
Ser
Asp
Leu
865
Glu
Gln
Lys
Phe
Ser

945
Arg

Lys
Ser
Tyr
690

Arg

Val

His
Leu
770
Thr
Val
His
Asp
Arg
850
Leu
Ala
His
Cys
Ala
930

Leu

Glu

Val
Gly
675
Gln
Lys
Phe
Gln
Phe
755
His
Asp
Glu
Tle
Tle
835
Ser
Phe
His
Phe
Ser
915
Lys
His

Asn

Ser
660
Tle

Ser

Tyr

Lys
740
Phe
Cys
Asn
Glu
Thr
820
Leu
Gly
Val
Lys
Lys
900
Tyr
Thr

Thr

Tyr

Tyr

Tyr

Phe

Ala

Phe

725

Arg

Ile

Glu

Ser

Leu

805

Gly

Lys

Ser

Ser

Ser

885

Gly

Asp

Cys

Leu

Gly

Gly
Ser
Gln
Glu
710
Asp
Arg
Val
Asn
Glu
790
Leu
Leu
Leu
Gly
Gly
870
Glu
Leu
Glu
Val
Phe

950
Glu

Phe
Glu
Val
695
Glu
Tyr
Val
Leu
Leu
775
Ser
Met
Ser
Lys
Gly
855
Ser
Tle
Val
His
Ala
935

Gly

Leu

Leu
Ala
680
Ile
Arg
Asp
Ile
Thr
760
Asp
Cys
Leu
Phe
Thr
840
Ser
Ala
Ala
Leu
Ala
920
Asp

Asp

Ala

Ser
665
Leu
Trp
Asn
Gly
Arg
745
Ser
Thr
Val
His
Tyr
825
His
Met
Phe
His
Ile
905
Lys
Glu
Lys

Asp

242

Pro

Leu

Arg

Gly

Arg

730

Asn

Cys

Leu

His

Arg

810

Gln

Leu

Lys

Ser

Arg

890

Ala

Leu

Ser

Leu

Cys

Pro
Thr
Tyr
Val
715
Cys
Gln
Lys
Ala
Gly
795
Ala
Gln
Pro
Trp
Arg
875
Tyr
Phe
Val
Ala
Cys

955
Cys

Gln
Thr
Phe
700
Asn
Asp
Glu
Asp
Phe
780

Lys

Arg

Thr
Val
860
Gly
Asn
Ser
Gln
Ala
940

Ala

Thr

Leu
Asn
685
His
Val
Ser
Tle
Thr
765
Tle
His
Tle
Lys
Phe
845
Thr
Val
Asp
Gln
Glu
925
Asn

Ile

Lys

Asn
670
Tle
Asp
Val
Leu
Leu
750
Ser
Leu
Asp
Thr
Glu
830
Ser
Phe
Phe
Leu
Tyr
910
Val
Cys

Pro

Gln

Lys

Val

Thr

Ser

Glu

735

Ile

Gln

Pro

Ser

Asp

815

Pro

Gln

Leu

Arg

Gly

895

Leu

Thr

Asp

Asn

Glu

Asn
Pro
Leu
Gly
720
Asn
Pro
Thr
His
Ser
800
Val
Val
Glu
Leu
Arg
880
Glu
Gln
Asp
Lys
Leu

960

Pro
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Glu

Pro

Glu

Arg

Glu

Lys

Ala

Gln

Leu

Leu

Asp

Met

Cys

Glu

Phe

Asp

Pro

Glu

Cys

Arg Asn

Pro Phe
995
Asn Pro
1010
Arg His
1025
Gln Tyr
1040
Glu Ser
1055
Leu Val
1070
Lys Phe
1085
Ser Gln
1100
Ala Thr
1115
Leu Leu
1130
Cys Glu
1145
Asp Lys
1160
His Asp
1175
Val Glu
1190
Val Phe
1205
Asp Tyr
1220
Ala Thr
1235
Tyr Gly
1250

Glu

980

Glu

Thr

Pro

Asn

Cys

Ser

Gly

Thr

Asp

Glu

Asn

Pro

Thr

Leu

Ser

Leu

Thr

965
Cys

Arg

Thr

Glu

Leu

Ser

Glu

Phe

Leu

Cys

Gln

Leu

Met

Gln

Gly

Val

Glu

Val

Phe

Pro

Phe

Phe

Ile

Thr

Val

Arg

Pro

Thr

Ala

Ala

Leu

Pro

Glu

Thr

Ser

Lys

Leu

Leu Gln

Glu Ala
1000
Met Gly
1015
Tyr Ala
1030
Leu Thr
1045
Pro Lys
1060
Arg Gln
1075
Ala Phe
1090
Asn Ala
1105
Lys Val
1120
Asp Asp
1135
Thr Ile
1150
Lys Lys
1165
Ala Asp
1180
Val Cys
1195
Phe Leu
1210
Leu Leu
1225
Cys Cys
1240
Ala Glu
1255

His

985

Glu

His

Pro

Gln

Leu

Arg

Lys

Asp

Asn

Arg

Ser

Ala

Leu

Lys

Tyr

Leu

Ala

Phe

243

970
Lys Asp

Ala Met

Tyr Leu

Glu Leu

Cys Cys

Asp Gly

Met Lys

Ala Trp

Phe Ala

Lys Glu

Ala Glu

Ser Lys

His Cys

Pro Ala

Asn Tyr

Glu Tyr

Arg Leu

Glu Ala

Gln Pro

Asp Asn Pro
990

Cys Thr Ser

1005

His Glu Val

1020

Leu Tyr Tyr

1035

Ala Glu Ala

1050

Val Lys Glu

1065

Cys Ser Ser

1080

Ala Val Ala

1095

Glu Tle Thr

1110

Cys Cys His

1125

Leu Ala Lys

1140

Leu GIn Thr

1155

Leu Ser Glu

1170

Ile Ala Ala

1185

Ala Glu Ala

1200

Ser Arg Arg

1215

Ala Lys Lys

1230

Asn Pro Pro

1245

Leu Val Glu

1260

975

Ser

Phe

Ala

Ala

Asp

Lys

Met

Arg

Lys

Gly

Tyr

Cys

Val

Asp

Lys

His

Tyr

Ala

Glu

Leu

Lys
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Pro Lys Asn Leu Val Lys Thr Asn Cys Asp Leu Tyr Glu Lys Leu
1265 1270 1275

Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu Val Arg Tyr Thr Gln
1280 1285 1290

Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val Glu Ala Ala Arg
1295 1300 1305

Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu Pro Glu Asp
1310 1315 1320

Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala Ile Leu Asn
1325 1330 1335

Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu His Val
1340 1345 1350

Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg Pro Cys Phe
1355 1360 1365

Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe Lys
1370 1375 1380

Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro Glu
1385 1390 1395

Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu Val
1400 1405 1410

Lys His Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys Thr Val Met
1415 1420 1425

Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys Ala Ala Asp
1430 1435 1440

Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu Val Thr Arg
1445 1450 1455

Cys Lys Asp Ala Leu Ala Arg Ser Trp Ser His Pro Gln Phe Glu
1460 1465 1470

Lys

<210> 22

211> 1072

<212> PRT

213> NI

220>

<223> ENPP7-NPP3-Fc /¥4l

220>

<221> SIGNAL

222> (20) .. (21)

223> (&5 KA HIVIE] R

244
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220>
<221> MISC FEATURE
<222> (846) .. (1072)

<223> FIRFcF5
<400> 22

Met Arg Gly Pro Ala

1
Ala

Ser
Arg
Arg
65

Ser
Ala
Asn
Pro
Tyr
145
Gly
Pro
Ile
Leu
Met
225

Trp

Met

Pro
Phe
Gly
50

Tle
Leu
Asp
Cys
Pro
130
Thr
Tle
Asn
Tle
Ser
210
Trp

Pro

Pro

Gly
Arg
35

Asp
Trp
Cys
Tyr
Asp
115
Val
Trp
His
His
Asp
195
Ser
Leu

Gly

Tyr

Ala
20

Gly
Cys
Met
Ser
Lys
100
Thr
Ile
Asp
Ser
Tyr
180
Asn
Lys
Thr

Ser

Asn
260

5
Lys

Leu

Cys

Cys

Cys

85

Ser

Ala

Leu

Thr

Lys

165

Thr

Asn

Glu

Ala

Glu

245
Gly

Val
Gln
Glu
Trp
Asn
70

Ser
Val
Gln
Phe
Leu
150
Tyr
Tle
Met
Gln
Met
230

Val

Ser

Leu
Gly
Asn
Asp
55

Lys
Asp
Cys
Gln
Ser
135
Met
Met
Val
Tyr
Asn
215
Tyr

Ala

Val

Leu
Ser
Cys
40

Phe
Phe
Asp
Gln
Ser
120
Met
Pro
Arg
Thr
Asp
200
Asn
Gln

Ile

Pro

Thr
Cys
25

Arg
Glu
Arg
Cys
Gly
105
Gln
Asp
Asn
Ala
Gly
185
Val
Pro
Gly

Asn

Phe
265

245

Val
10

Arg
Cys
Asp
Cys
Leu
90

Glu
Cys
Gly
Ile
Met
170
Leu
Asn
Ala
Leu
Gly

250
Glu

Ala
Lys
Asp
Thr
Gly
75

Gln
Thr
Pro
Phe
Asn
155
Tyr
Tyr
Leu
Trp
Lys
235

Ser

Glu

Leu
Lys
Val
Cys
60

Glu
Arg
Ser
Glu
Arg
140
Lys
Pro
Pro
Asn
Trp
220
Ala

Phe

Arg

Ala
Cys
Ala
45

Val
Arg
Lys
Trp
Gly
125
Ala
Leu
Thr
Glu
Lys
205
His
Ala

Pro

Ile

Thr
Phe
30

Cys
Glu
Leu
Asp
Leu
110
Phe
Glu
Lys
Lys
Ser
190
Asn
Gly
Thr

Ser

Ser
270

Leu
15

Asp
Lys
Ser
Glu
Cys
95

Glu
Asp
Tyr
Thr
Thr
175
His
Phe
Gln
Tyr
Ile

255
Thr

Leu
Ala
Asp
Thr
Ala
80

Cys
Glu
Leu
Leu
Cys
160
Phe
Gly
Ser
Pro
Phe
240

Tyr

Leu



CN 116406281 A

.1l

%=

81/144 T

Leu
Met
Ser
305
Met
Ile
Met
Tyr
Phe
385
Lys
Arg
Val
Gly
Ile
465
Pro
Ile
Leu
Phe
Cys
545

Gln

Asn

Lys
Tyr
290
Ala
Leu
Tle
Glu
Glu
370
Phe
Pro
Leu
Asp
Gly
450
Phe
Phe
Gln
Lys
Ser
530
Phe

Met

Leu

Trp
275
Phe
Arg
Met
Leu
Tyr
355
Gly
Ser
Asp
His
Gln
435
Gly
Leu
Glu
Pro
Val
515
Val
Cys

Leu

Pro

Leu

Glu

Val

Glu

Leu

340

Met

Pro

Phe

Gln

Tyr

420

Gln

Asn

Ala

Asn

Ala

500

Pro

Cys

Pro

Asn

Phe

Asp
Glu
Tle
Gly
325
Ala
Thr
Ala
Asn
His
405
Ala
Trp
His
His
Tle
485
Pro
Phe
Gly
His
Leu

565
Gly

Leu
Pro
Lys
310
Leu
Asp
Asp
Pro
Ser
390
Phe
Lys
Leu
Gly
Gly
470
Glu
Asn
Tyr
Phe
Leu
550

Thr

Arg

Pro
Asp
295
Ala
Lys
His
Tyr
Arg
375
Glu
Lys
Asn
Ala
Tyr
455
Pro
Val
Asn
Glu
Ala
535
Gln

Gln

Pro

Lys
280
Ser
Leu
Gln
Gly
Phe
360
Tle
Glu
Pro
Val
Val
440
Asn
Ser
Tyr
Gly
Pro
520
Asn
Asn

Glu

Arg

Ala Glu Arg

Ser

Gln

Arg

Met

345

Pro

Arg

Ile

Tyr

Arg

425

Arg

Asn

Phe

Asn

Thr

505

Ser

Pro

Ser

Glu

Val

246

Gly
Val
Asn
330
Asp
Arg
Ala
Val
Leu
410
Tle
Ser
Glu
Lys
Leu
490
His
His
Leu
Thr
Tle

570
Leu

His
Val
315
Leu
Gln
Ile
His
Arg
395
Thr
Asp
Lys
Phe
Glu
475
Met
Gly
Ala
Pro
Gln
55h

Thr

Gln

Pro
Ala
300
Asp
His
Thr
Asn
Asn
380
Asn
Pro
Lys
Ser
Arg
460
Lys
Cys
Ser
Glu
Thr
540
Leu

Ala

Lys

Arg
285
Gly
His
Asn
Tyr
Phe
365
Ile
Leu
Asp
Val
Asn
445
Ser
Thr
Asp
Leu
Glu
525
Glu
Glu

Thr

Asn

Phe

Gly

Ala

Cys

Cys

350

Phe

Pro

Ser

Leu

His

430

Thr

Met

Glu

Leu

Asn

510

Val

Ser

Gln

Val

Val

Tyr
Pro
Phe
Val
335
Asn
Tyr
His
Cys
Pro
415
Leu
Asn
Glu
Val
Leu
495
His
Ser
Leu
Val
Lys

575
Asp

Thr
Val
Gly
320
Asn
Lys
Met
Asp
Arg
400
Lys
Phe
Cys
Ala
Glu
480
Arg
Leu
Lys
Asp
Asn
560

Val

His
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Cys Leu Leu

Arg
Ser
625
Val
Asn
Asp
Glu
Lys
705
Phe
Lys
Val
Gly
Val
785
Arg
Gly
Gln
His
Val

865
Thr

Met
610
Pro
Pro
Tle
Ser
Glu
690
His
Asp
His
Leu
Trp
770
Glu
Phe
Leu
Leu
Thr
850

Phe

Pro

595

Pro

Leu

Pro

Thr

Gln

675

Phe

Ala

Tyr

Leu

Thr

755

Leu

Ser

Thr

Lys
835
Cys

Leu

Glu

580
Tyr

Met
Pro
Ser
His
660
Tyr
Arg
Thr
Asn
Ala
740
Ser
Asp
Cys
Ala
Phe
820
Thr
Pro

Phe

Val

His

Trp

Pro

Glu

645
Gly

Lys
Glu
Tyr
725
Asn
Cys
Val
Pro
His

805
Tyr

Pro

Pro

Thr
885

Arg
Ser
Thr
630
Ser
Phe
Ala
Met
Arg
710
Asp
Thr
Lys
Leu
Glu
790
Tle
Gln
Leu
Cys
Pro

870
Cys

Glu
Ser
615
Val
Gln
Leu
Leu
Trp
695
Asn
Gly
Asp
Asn
Pro
775
Gly
Ala
Asp
Pro
Pro
855

Lys

Val

Lys
Tyr
Ile
680
Asp
Gly
His
Val
Lys
760
Phe
Lys
Arg
Lys
Thr
840
Ala

Pro

Val

585
Val

Thr

Cys
Pro

665
Thr

Val
Phe
Pro
745
Ser
Tle
Pro
Val
Val
825
Phe
Pro

Lys

Val

247

Ser
Val
Cys
Ser
650
Pro
Ser
Phe
Asn
Asp
730
Tle
His
Tle
Glu
Arg
810
Gln
Glu
Glu

Asp

Asp
890

Gly
Pro
Leu
635
Phe
Ala
Asn
His
Val
715
Ala
Pro
Thr
Pro
Ala
795
Asp
Pro
Thr
Leu
Thr

875
Val

Phe

Gln

620

Tyr

Ser

Leu

Ser

700

Val

Pro

Thr

Pro

His

780

Leu

Val

Val

Thr

Leu

860

Leu

Ser

Gly
605
Leu
Ala
Leu
Asn
Val
685
Val
Ser
Asp
His
Glu
765
Arg
Trp
Glu
Ser
Tle
845
Gly

Met

His

590
Lys

Gly
Asp
Ala
Arg
670
Pro
Leu
Gly
Glu
Tyr
750
Asn
Pro
Val
Leu
Glu
830
Asp
Gly

Ile

Glu

Ala
Asp
Val
Asp
655
Thr
Met
Leu
Pro
Tle
735
Phe
Cys
Thr
Glu
Leu
815
Tle
Lys
Pro

Ser

Asp
895

Met

Thr
Arg
640
Lys
Ser
Tyr
Tle
Tle
720
Thr
Val
Pro
Asn
Glu
800
Thr
Leu
Thr
Ser
Arg

880

Pro
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Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
900 905 910
Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
915 920 925

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
930 935 940

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

945 950 955 960

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

965 970 975
Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
980 985 990
Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
995 1000 1005

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
1010 1015 1020

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
1025 1030 1035

Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser Val Met
1040 1045 1050

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
1055 1060 1065

Ser Pro Gly Lys
1070

<210> 23

<211> 1396

<212> PRT

Q213> NI

220>

<223> ENPP71-HEH

220>

<221> SIGNAL

222> (23)..(24)

223> (55 KA HIVIE R

220>

<221> MISC FEATURE

<222> (857) .. (1396)

223> FRIRFcFA

<400> 23

248
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Met
1
Ala
Cys
Ala
Cys
65
Glu
Asp
Lys
Pro
Phe
145
Ser
Tyr
Tyr
Met
Trp
225
Lys
Ile
Glu

Arg

His

Arg
Pro
Lys
Ala
50

Ile
Lys
Lys
Ser
Ala
130
Arg
Lys
Pro
Pro
Asn
210
Tyr

Ser

Phe

Pro
290

Ser

Gly
Gly
Gly
35

Cys
Glu
Arg
Gly
Trp
115
Gly
Ala
Leu
Thr
Glu
195
Ala
Lys
Gly
Pro
Ile
275
His

Tyr

Pro
Ala
20

Arg
Val
Pro
Leu
Asp
100
Val
Phe
Glu
Lys
Lys
180
Ser
Ser
Gly
Thr
Asp
260
Leu

Phe

Gly

Ala

Gly

Cys

Glu

Glu

Thr

85

Cys

Glu

Glu

Tyr

Lys

165

Thr

His

Phe

Glu

Phe

245

Ile

Ala

Tyr

Pro

Val

Leu

Phe

Leu

His

70

Arg

Cys

Glu

Thr

Leu

150

Cys

Phe

Gly

Ser

Pro

230

Phe

Tyr

Val

Thr

Val

Leu

Lys

Glu

Gly

95

Ile

Ser

Ile

Pro

Pro

135

His

Gly

Pro

Ile

Leu

215

Ile

Trp

Lys

Leu

Leu

295

Ser

Leu

Pro

Leu
Asn
Cys
120
Pro
Thr
Thr
Asn
Ile

200
Lys

Pro
Met
Gln
280

Tyr

Ser

Thr Val Ala

Ser
25

Thr
Cys
Thr
Cys
Tyr
105
Glu
Thr
Trp
Tyr
His
185
Asp
Ser
Val
Gly
Tyr
265
Trp
Leu

Glu

249

10
Cys

Phe

Cys

Cys

Ala

90

Ser

Ser

Leu

Gly

Thr

170

Tyr

Asn

Lys

Thr

Ser

250

Asn

Leu

Glu

Val

Ala
Gly
Leu
Asn
75

Cys
Ser
Ile
Leu
Gly
155
Lys
Ser
Lys
Glu
Ala
235
Asp
Gly
Gln

Glu

Ile

Leu
Lys
Asn
Asp
60

Lys
Ser
Val
Asn
Phe
140
Leu
Asn
Ile
Met
Lys
220
Lys
Val
Ser
Leu
Pro

300
Lys

Ala
Glu
Cys
45

Tyr
Phe
Asp
Cys
Glu
125
Ser
Leu
Met
Val
Tyr
205
Phe
Tyr
Glu
Val
Pro
285

Asp

Ala

Thr
Val
30

Arg
Gln
Arg
Asp
Gln
110
Pro
Leu
Pro
Arg
Thr
190
Asp
Asn
Gln
Ile
Pro
270
Lys

Ser

Leu

Leu
15

Lys
Cys
Glu
Cys
Cys
95

Gly
Gln
Asp
Val
Pro
175
Gly
Pro
Pro
Gly
Asn
255
Phe
Asp

Ser

Gln

Leu

Ser

Asp

Thr

Gly

80

Lys

Glu

Cys

Gly

Ile

160

Val

Leu

Lys

Glu

Leu

240

Gly

Glu

Glu

Gly

Arg
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305
Val

Leu
Gln
Val
Ser
385
Arg
Lys
Glu
Pro
Val
465
Lys
Leu
His
His
Pro
545
Glu
Tle

Glu

Ser

Asp
His
Gly
Lys
370
Asp
Asn
His
Pro
Ser
450
Phe
His
Met
Gly
Pro
530
Arg
Asp
Lys

Asn

Gln
610

Gly
Arg
Ser
355
Asn
Val
Leu
Phe
Leu
435
Glu
Ser
Gly
Cys
Ser
515
Lys
Asp
Phe
His
Thr

595
Asp

Met
Cys
340
Cys
Tle
Pro
Ser
Leu
420
Thr
Arg
Asn
Tle
Asp
500
Leu
Glu
Asn
Gln
Glu
580

Ile

Ile

Val
325
Leu
Lys
Lys
Asp
Cys
405
Pro
Phe
Lys
Met
Glu
485
Leu
Asn
Val
Leu
Thr
565
Thr

Cys

Leu

310
Gly

Asn
Lys
Val
Lys
390
Arg
Lys
Tyr
Tyr
Gln
470
Ala
Leu
His
His
Gly
550
Gln
Leu

Leu

Met

Met
Leu
Tyr
Tle
375
Tyr
Glu
Arg
Leu
Cys
455
Ala
Asp
Asn
Leu
Pro
535
Cys
Phe
Pro

Leu

Pro
615

Leu
Tle
Tle
360
Tyr
Tyr
Pro
Leu
Asp
440
Gly
Leu
Thr
Leu
Leu
520
Leu
Ser
Asn
Tyr
Ser

600
Leu

Met
Leu
345
Tyr
Gly
Ser
Asn
His
425
Pro
Ser
Phe
Phe
Thr
505
Lys
Val
Cys
Leu
Gly
585

Gln

Trp

250

Asp
330
Tle
Leu
Pro
Phe
Gln
410
Phe
Gln
Gly
Val
Glu
490
Pro
Asn
Gln
Asn
Thr
570
Arg
His

Thr

315
Gly

Ser

Asn

Ala

Asn

395

His

Ala

Trp

Phe

Gly

475

Asn

Ala

Pro

Cys

Pro

955

Val

Pro

Gln

Ser

Leu
Asp
Lys
Ala
380
Tyr
Phe
Lys
Gln
His
460
Tyr
Tle
Pro
Val
Pro
540
Ser
Ala
Arg

Phe

Tyr
620

Lys
His
Tyr
365
Arg
Glu
Lys
Ser
Leu
445
Gly
Gly
Glu
Asn
Tyr
525
Phe
Tle
Glu
Val
Met

605
Thr

Glu
Gly
350
Leu
Leu
Gly
Pro
Asp
430
Ala
Ser
Pro
Val
Asn
510
Thr
Thr
Leu
Glu
Leu
590

Ser

Val

Leu
335
Met
Gly
Arg
Ile
Tyr
415
Arg
Leu
Asp
Gly
Tyr
495
Gly
Pro
Arg
Pro
Lys
575
Gln

Gly

Asp

320

Asn
Glu
Asp
Pro
Ala
400
Leu
Tle
Asn
Asn
Phe
480
Asn
Thr
Lys
Asn
Tle
560
Tle
Lys

Tyr

Arg
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Asn Asp Ser

625
Phe

Asn

Asn

Pro

Leu

705

Gly

Asn

Pro

Thr

His

785

Ser

Val

Val

Glu

Leu

865

Glu

Gln

Lys

Phe

Arg
Thr
Ser
Met
690
Leu
Pro
Leu
Thr
Pro
770
Arg
Trp
Glu
Ser
Asp
850
Leu
Ala
His
Cys

Ala

Ile
Lys
Ser
675
Tyr
Arg
Val
Arg
His
755
Leu
Thr
Val
His
Asp
835
Gly
Phe
His
Phe
Ser

915
Lys

Phe
Pro
Val
660
Gly
Gln
Lys
Phe
Gln
740
Phe
His
Asp
Glu
Tle
820
Tle
Gly
Val
Lys
Lys
900

Tyr

Thr

Ser
Leu
645
Ser
Tle
Ser
Tyr
Asp
725
Lys
Phe
Cys
Asn
Glu
805
Thr
Leu
Ser
Ser
Ser
885
Gly

Asp

Cys

Thr
630
Ser
Tyr
Tyr
Phe
Ala
710
Phe
Arg
Ile
Glu
Ser
790
Leu
Gly
Lys
Gly
Gly
870
Glu
Leu

Glu

Val

Glu

Pro

Gly

Ser

Gln

695

Glu

Asp

Arg

Val

Asn

775

Glu

Leu

Leu

Leu

Gly

855

Ser

Ile

Val

His

Ala

Asp
Val
Phe
Glu
680
Val
Glu
Tyr
Val
Leu
760
Leu
Ser
Met
Ser
Lys
840
Ser
Ala
Ala
Leu
Ala

920
Asp

Phe Ser Asn

His
Leu
665
Ala
Tle
Arg
Asp
Tle
745
Thr
Asp
Cys
Leu
Phe
825
Thr
Met
Phe
His
Tle
905
Lys

Glu

251

Lys
650
Ser
Leu
Trp
Asn
Gly
730
Arg
Ser
Thr
Val
His
810
Tyr
His
Lys
Ser
Arg
890
Ala

Leu

Ser

635
Cys

Pro
Leu
Arg
Gly
715
Arg
Asn
Cys
Leu
His
795
Arg
Gln
Leu
Trp
Arg
875
Tyr
Phe

Val

Ala

Cys

Ser

Pro

Thr

Tyr

700

Val

Cys

Gln

Lys

Ala

780

Gly

Ala

Gln

Pro

Val

860

Gly

Asn

Ser

Gln

Ala

Leu
Phe
Gln
Thr
685
Phe
Asn
Asp
Glu
Asp
765
Phe
Lys
Arg
Arg
Thr
845
Thr
Val
Asp
Gln
Glu

925

Asn

Tyr
Tyr
Leu
670
Asn
His
Val
Ser
Tle
750
Thr
Tle
His
Tle
Lys
830
Phe
Phe
Phe
Leu
Tyr
910

Val

Cys

Gln
Lys
655
Asn
Ile
Asp
Val
Leu
735
Leu
Ser
Leu
Asp
Thr
815
Glu
Ser
Leu
Arg
Gly
895
Leu

Thr

Asp

Asp
640
Asn
Lys
Val
Thr
Ser
720
Glu
Tle
Gln
Pro
Ser
800
Asp
Pro
Gln
Leu
Arg
880
Glu
Gln

Asp

Lys
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Ser

945

Arg

Glu

Pro

Glu

Arg

Glu

Lys

Ala

Gln

Leu

Leu

Asp

Met

Cys

Glu

Phe

Asp

Pro

930
Leu His

Glu Asn

Arg Asn

Pro Phe
995
Asn Pro
1010
Arg His
1025
Gln Tyr
1040
Glu Ser
1055
Leu Val
1070
Lys Phe
1085
Ser Gln
1100
Ala Thr
1115
Leu Leu
1130
Cys Glu
1145
Asp Lys
1160
His Asp
1175
Val Glu
1190
Val Phe
1205
Asp Tyr
1220

Thr

Tyr

Glu

980

Glu

Thr

Pro

Asn

Cys

Ser

Gly

Thr

Glu

Asn

Pro

Thr

Asp

Leu

Ser

Leu
Gly

965
Cys

Thr

Tyr

Glu

Leu

Ser

Glu

Phe

Leu

Cys

Gln

Leu

Met

Gln

Gly

Val

Phe

950

Glu

Phe

Pro

Phe

Phe

Ile

Thr

Val

Arg

Pro

Thr

Ala

Ala

Leu

Pro

Glu

Thr

Ser

935

Gly Asp Lys Leu Cys

Leu Ala

Leu Gln

Glu Ala

1000

Met Gly
1015
Tyr Ala
1030
Leu Thr
1045
Pro Lys
1060
Arg Gln
1075
Ala Phe
1090
Asn Ala
1105
Lys Val
1120
Asp Asp
1135
Thr Ile
1150
Lys Lys
1165
Ala Asp
1180
Val Cys
1195
Phe Leu
1210
Leu Leu
1225

Asp

His

985

Glu

His

Pro

Gln

Leu

Arg

Lys

Asp

Asn

Arg

Ser

Ala

Leu

Lys

Tyr

Leu

252

Cys

970

Lys

Ala

Tyr

Glu

Cys

Asp

Met

Ala

Phe

Lys

Ala

Ser

His

Pro

Asn

Glu

955
Cys

Asp

Met

Leu

Leu

Cys

Gly

Lys

Ala

Glu

Glu

Lys

Cys

Ala

Tyr

Tyr

Leu

940
Ala Ile

Thr Lys

Asp Asn

Cys Thr

1005

His Glu
1020
Leu Tyr
1035
Ala Glu
1050
Val Lys
1065
Cys Ser
1080
Ala Val
1095
Glu Ile
1110
Cys Cys
1125
Leu Ala
1140
Leu Gln
1155
Leu Ser
1170
Ile Ala
1185
Ala Glu
1200
Ser Arg
1215
Ala Lys
1230

Pro

Gln

Pro

990

Ser

Val

Tyr

Ala

Glu

Ser

Ala

Thr

His

Lys

Thr

Glu

Ala

Ala

Lys

Asn

Glu

975

Ser

Phe

Ala

Ala

Asp

Lys

Met

Arg

Lys

Gly

Tyr

Cys

Val

Asp

Lys

His

Tyr

Leu
960
Pro

Leu

Lys
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Glu Ala Thr Leu Glu Lys Cys Cys Ala Glu
1235 1240

Cys Tyr Gly Thr Val Leu Ala Glu Phe Gln
1250 1255

Pro Lys Asn Leu Val Lys Thr Asn Cys Asp
1265 1270

Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu
1280 1285

Lys Ala Pro Gln Val Ser Thr Pro Thr Leu
1295 1300

Asn Leu Gly Arg Val Gly Thr Lys Cys Cys
1310 1315

Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu
1325 1330

Arg Val Cys Leu Leu His Glu Lys Thr Pro
1340 1345

Thr Lys Cys Cys Ser Gly Ser Leu Val Glu
1355 1360

Ser Ala Leu Thr Val Asp Glu Thr Tyr Val
1370 1375

Ala Glu Thr Phe Thr Phe His Ser Asp Ile
1385 1390

<210> 24

211> 1467

<212> PRT

213> NTLF4

220>

<223> ENPP7-NPP3- & A

220>

<221> SIGNAL

<222> (20) .. (21)

223> B 5 KFFIHUIE|
<220>

<221> MISC FEATURE

<222> (860) .. (1467)
223> FoREAEATY
<400> 24

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu Leu

1 5 10

253

Ala

Pro

Leu

Val

Val

Thr

Ser

Val

Pro

Cys

Asn Pro
1245
Leu Val
1260
Tyr Glu
1275
Arg Tyr
1290
Glu Ala
1305
Leu Pro
1320
Ala Tle
1335
Ser Glu
1350
Arg Pro
1365
Lys Glu
1380
Thr Leu
1395

Pro

Glu

Lys

Thr

Ala

Glu

Leu

His

Cys

Phe

Ala

Glu

Leu

Gln

Arg

Asp

Asn

Val

Phe

Lys

15
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Ala
Ser
Arg
Arg
65

Ser
Ala
Asn
Pro
Tyr
145
Gly
Pro
Tle
Leu
Met
225
Trp
Met
Leu
Met
Ser

305
Met

Pro
Phe
Gly
50

Tle
Leu
Asp
Cys
Pro
130
Thr
Tle
Asn
Tle
Ser
210
Trp
Pro
Pro
Lys
Tyr
290

Ala

Leu

Gly
Arg
35

Asp
Trp
Cys
Tyr
Asp
115
Val
Trp
His
His
Asp
195
Ser
Leu
Gly
Tyr
Trp
275
Phe

Arg

Met

Ala
20

Gly
Cys
Met
Ser
Lys
100
Thr
Tle
Asp
Ser
Tyr
180
Asn
Lys
Thr
Ser
Asn
260
Leu
Glu

Val

Glu

Lys

Leu

Cys

Cys

Cys

85

Ser

Ala

Leu

Thr

Lys

165

Thr

Asn

Glu

Ala

Glu

245

Gly

Asp

Glu

Ile

Gly

Gln

Glu

Trp

Asn

70

Ser

Val

Gln

Phe

Leu

150

Tyr

Ile

Met

Gln

Met

230

Val

Ser

Leu

Pro

Lys

310
Leu

Gly
Asn
Asp
55

Lys
Asp
Cys
Gln
Ser
135
Met
Met
Val
Tyr
Asn
215
Tyr
Ala
Val
Pro
Asp
295

Ala

Lys

Ser
Cys
40

Phe
Phe
Asp
Gln
Ser
120
Met
Pro
Arg
Thr
Asp
200
Asn
Gln
Tle
Pro
Lys
280
Ser

Leu

Gln

Cys Arg Lys

25
Arg

Glu

Arg

Cys

Gly

105

Gln

Asp

Asn

Ala

Gly

185

Val

Pro

Gly

Asn

Phe

265

Ala

Ser

Gln

Arg

254

Cys
Asp
Cys
Leu
90

Glu
Cys
Gly
Ile
Met
170
Leu
Asn
Ala
Leu
Gly
250
Glu
Glu
Gly

Val

Asn

Asp
Thr
Gly
75

Gln
Thr
Pro
Phe
Asn
155
Tyr
Tyr
Leu
Trp
Lys
235
Ser
Glu
Arg
His
Val

315
Leu

Lys
Val
Cys
60

Glu
Arg
Ser
Glu
Arg
140
Lys
Pro
Pro
Asn
Trp
220
Ala
Phe
Arg
Pro
Ala
300

Asp

His

Cys
Ala
45

Val
Arg
Lys
Trp
Gly
125
Ala
Leu
Thr
Glu
Lys
205
His
Ala
Pro
Ile
Arg
285
Gly
His

Asn

Phe
30

Cys
Glu
Leu
Asp
Leu
110
Phe
Glu
Lys
Lys
Ser
190
Asn
Gly
Thr
Ser
Ser
270
Phe
Gly

Ala

Cys

Asp

Lys

Ser

Glu

Cys

95

Glu

Asp

Tyr

Thr

Thr

175

His

Phe

Gln

Tyr

Ile

255

Thr

Tyr

Pro

Phe

Val

Ala

Asp

Thr

Ala

80

Cys

Glu

Leu

Leu

Cys

160

Phe

Gly

Ser

Pro

Phe

240

Leu

Thr

Val

Gly

320

Asn
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Tle Ile Leu

Met
Tyr
Phe
385
Lys
Arg
Val
Gly
Tle
465
Pro
Tle
Leu
Phe
Cys
545
Gln
Asn
Cys

Arg

Ser
625

Glu
Glu
370
Phe
Pro
Leu
Asp
Gly
450
Phe
Phe
Gln
Lys
Ser
530
Phe
Met
Leu
Leu
Met

610

Pro

Tyr
355
Gly
Ser
Asp
His
Gln
435
Gly
Leu
Glu
Pro
Val
515
Val
Cys
Leu
Pro
Leu
595

Pro

Leu

Leu
340
Met
Pro
Phe
Gln
Tyr
420
Gln
Asn
Ala
Asn
Ala
500
Pro
Cys
Pro
Asn
Phe
580
Tyr

Met

Pro

325
Ala

Thr

Ala

Asn

His

405

Ala

Trp

His

His

Ile

485

Pro

Phe

Gly

His

Leu

565

Gly

His

Trp

Pro

Asp
Asp
Pro
Ser
390
Phe
Lys
Leu
Gly
Gly
470
Glu
Asn
Tyr
Phe
Leu
550
Thr
Arg
Arg

Ser

Thr
630

His
Tyr
Arg
375
Glu
Lys
Asn
Ala
Tyr
455
Pro
Val
Asn
Glu
Ala
535
Gln
Gln
Pro
Glu
Ser

615
Val

Gly
Phe
360
Ile
Glu
Pro
Val
Val
440
Asn
Ser
Tyr
Gly
Pro
520
Asn
Asn
Glu
Arg
Tyr
600

Tyr

Pro

Met
345
Pro
Arg
Ile
Tyr
Arg
425
Arg
Asn
Phe
Asn
Thr
505
Ser
Pro
Ser
Glu
Val
585
Val

Thr

Asp

255

330
Asp

Arg
Ala
Val
Leu
410
Tle
Ser
Glu
Lys
Leu
490
His
His
Leu
Thr
Tle
570
Leu
Ser

Val

Cys

Gln
Ile
His
Arg
395
Thr
Asp
Lys
Phe
Glu
475
Met
Gly
Ala
Pro
Gln
555
Thr
Gln
Gly

Pro

Leu
635

Thr
Asn
Asn
380
Asn
Pro
Lys
Ser
Arg
460
Lys
Cys
Ser
Glu
Thr
540
Leu
Ala
Lys
Phe
Gln

620
Arg

Tyr
Phe
365
Tle
Leu
Asp
Val
Asn
445
Ser
Thr
Asp
Leu
Glu
525
Glu
Glu
Thr
Asn
Gly
605

Leu

Ala

Cys
350
Phe
Pro
Ser
Leu
His
430
Thr
Met
Glu
Leu
Asn
510
Val
Ser
Gln
Val
Val
590
Lys

Gly

Asp

335

Asn
Tyr
His
Cys
Pro
415
Leu
Asn
Glu
Val
Leu
495
His
Ser
Leu
Val
Lys
575
Asp
Ala

Asp

Val

Lys
Met
Asp
Arg
400
Lys
Phe
Cys
Ala
Glu
480
Arg
Leu
Lys
Asp
Asn
560
Val
His
Met

Thr

Arg
640
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Val

Asn

Asp

Glu

Lys

705

Phe

Lys

Val

Gly

Val

785

Arg

Gly

Gln

Ser

Phe

865

Phe

Leu

Tyr

Val

Cys

Pro
Tle
Ser
Glu
690
His
Asp
His
Leu
Trp
770
Glu
Phe
Leu
Leu
Gly
850
Leu
Arg
Gly
Leu
Thr

930
Asp

Pro
Thr
Gln
675
Phe
Ala
Tyr
Leu
Thr
755
Leu
Ser
Thr
Asp
Lys
835
Gly
Leu
Arg
Glu
Gln
915

Asp

Lys

Ser
His
660
Tyr
Arg
Thr
Asn
Ala
740
Ser
Asp
Cys
Ala
Phe
820
Thr
Gly
Leu
Glu
Gln
900
Lys

Phe

Ser

Glu
645
Gly
Asp
Lys
Glu
Tyr
725
Asn
Cys
Val
Pro
His
805
Tyr
Tyr
Gly
Leu
Ala
885
His
Cys

Ala

Leu

Ser

Phe

Ala

Met

Arg

710

Asp

Thr

Lys

Leu

Glu

790

Ile

Gln

Leu

Ser

Phe

870

His

Phe

Ser

Lys

His

Gln
Leu
Leu
Trp
695
Asn
Gly
Asp
Asn
Pro
775
Gly
Ala
Asp
Pro
Gly
855
Val
Lys
Lys
Tyr
Thr

935
Thr

Lys
Tyr
Ile
680
Asp
Gly
His
Val
Lys
760
Phe
Lys
Arg
Lys
Thr
840
Gly
Ser
Ser
Gly
Asp
920

Cys

Leu

Cys Ser Phe

Pro
665
Thr
Tyr
Val
Phe
Pro
745
Ser
Tle
Pro
Val
Val
825
Phe
Gly
Gly
Glu
Leu
905
Glu
Val

Phe

256

650

Pro
Ser
Phe
Asn
Asp
730
Tle
His
Tle
Glu
Arg
810
Gln
Glu
Gly
Ser
Tle
890
Val
His
Ala

Gly

Ala
Asn
His
Val
715
Ala
Pro
Thr
Pro
Ala
795
Asp
Pro
Thr
Ser
Ala
875
Ala
Leu
Ala

Asp

Asp

Tyr

Ser

Leu

Ser

700

Val

Pro

Thr

Pro

His

780

Leu

Val

Val

Thr

Met

860

Phe

His

Ile

Lys

Glu

940
Lys

Leu
Asn
Val
685
Val
Ser
Asp
His
Glu
765
Arg
Trp
Glu
Ser
Ile
845
Lys
Ser
Arg
Ala
Leu
925

Ser

Leu

Ala
Arg
670
Pro
Leu
Gly
Glu
Tyr
750
Asn
Pro
Val
Leu
Glu
830
Gly
Trp
Arg
Tyr
Phe
910
Val

Ala

Cys

Asp
655
Thr
Met
Leu
Pro
Tle
735
Phe
Cys
Thr
Glu
Leu
815
Tle
Gly
Val
Gly
Asn
895
Ser
Gln

Ala

Ala

Lys

Ser

Tyr

Ile

Ile

720

Thr

Val

Pro

Asn

Glu

800

Thr

Leu

Gly

Thr

Val

880

Asp

Gln

Glu

Asn

Ile
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945

Pro

Gln

Pro

Ser

Glu

Tyr

Glu

Lys

Ser

Val

Ile

Cys

Ala

Gln

Ser

Ala

Glu

Arg

Lys

Asn Leu

Glu Pro

Ser Leu
995
Phe Lys
1010
Val Ala
1025
Tyr Ala
1040
Ala Asp
1055
Glu Lys
1070
Ser Met
1085
Ala Arg
1100
Thr Lys
1115
His Gly
1130
Lys Tyr
1145
Thr Cys
1160
Glu Val
1175
Ala Asp
1190
Ala Lys
1205
Arg His
1220
Lys Tyr
1235

Arg

Glu

980

Pro

Glu

Arg

Glu

Lys

Ala

Gln

Leu

Leu

Asp

Met

Cys

Glu

Phe

Asp

Pro

Glu

Glu

965

Arg

Pro

Asn

Arg

Gln

Glu

Leu

Lys

Ser

Ala

Leu

Cys

Asp

His

Val

Val

Ala

950

Asn

Asn

Phe

Pro

His

Tyr

Ser

Val

Phe

Gln

Thr

Leu

Glu

Lys

Asp

Glu

Phe

Tyr

Thr

Tyr Gly

Glu Cys

Glu Arg
1000
Thr Thr
1015
Pro Tyr
1030
Asn Glu
1045
Cys Leu
1060
Ser Ser
1075
Gly Glu
1090
Thr Phe
1105
Asp Leu
1120
Glu Cys
1135
Asn GlIn
1150
Pro Leu
1165
Thr Met
1180
Asp Gln
1195
Leu Gly
1210
Ser Val
1225
Leu Glu
1240

Glu

Phe

985

Pro

Phe

Phe

Ile

Thr

Val

Arg

Pro

Thr

Ala

Ala

Leu

Pro

Glu

Thr

Ser

Lys

257

Leu
970

Leu

Glu

Met

Tyr

Leu

Pro

Arg

Ala

Asn

Lys

Thr

Lys

Ala

Val

Phe

Leu

Cys

955
Ala

Gln

Ala

Gly

Ala

Thr

Lys

Gln

Phe

Ala

Val

Asp

Ile

Lys

Asp

Cys

Leu

Leu

Cys

Asp Cys Cys

His Lys Asp
990

Glu Ala Met

1005

His Tyr Leu

1020

Pro Glu Leu

1035

Gln Cys Cys

1050

Leu Asp Gly

1065

Arg Met Lys

1080

Lys Ala Trp

1095

Asp Phe Ala

1110

Asn Lys Glu

1125

Arg Ala Glu

1140

Ser Ser Lys

1155

Ala His Cys

1170

Leu Pro Ala

1185

Lys Asn Tyr

1200

Tyr Glu Tyr

1215

Leu Arg Leu

1230

Ala Glu Ala

1245

960

Thr Lys

975

Asp Asn

Cys Thr

His

Leu

Ala

Val

Cys

Ala

Glu

Cys

Leu

Leu

Leu

Ile

Ala

Ser

Ala

Asn
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Pro Pro Ala Cys Tyr Gly Thr Val Leu Ala Glu Phe Gln Pro Leu

1250 1255 1260

Val Glu Glu Pro Lys Asn Leu Val Lys Thr Asn Cys Asp Leu Tyr
1265 1270 1275

Glu Lys Leu Gly Glu Tyr Gly Phe Gln Asn Ala Ile Leu Val Arg
1280 1285 1290

Tyr Thr Gln Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val Glu
1295 1300 1305

Ala Ala Arg Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu
1310 1315 1320

Pro Glu Asp Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala
1325 1330 1335

Ile Leu Asn Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser
1340 1345 1350

Glu His Val Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg
1355 1360 1365

Pro Cys Phe Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys
1370 1375 1380

Glu Phe Lys Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr
1385 1390 1395

Leu Pro Glu Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala
1400 1405 1410

Glu Leu Val Lys His Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys
1415 1420 1425

Thr Val Met Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys
1430 1435 1440

Ala Ala Asp Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu
1445 1450 1455

Val Thr Arg Cys Lys Asp Ala Leu Ala
1460 1465

<210> 25

<211> 1507

<212> PRT

213> NI

220>

<223> ENPP7-ENPP3- 14 [

220>

<221> SIGNAL
<222> (20) .. (1)

258
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223> 155 kP HITIE] 5

<220>
<221> MISC FEATURE
<222> (900) .. (1507)

<400> 25

Met Arg Gly

1
Ala

Ser
Arg
Arg
65

Ser
Ala
Asn
Pro
Tyr
145
Gly
Pro
Ile
Leu
Met
225

Trp

Met

Pro
Phe
Gly
50

Tle
Leu
Asp
Cys
Pro
130
Thr
Tle
Asn
Tle
Ser
210
Trp

Pro

Pro

Gly
Arg
35

Asp
Trp
Cys
Tyr
Asp
115
Val
Trp
His
His
Asp
195
Ser
Leu

Gly

Tyr

Pro
Ala
20

Gly
Cys
Met
Ser
Lys
100
Thr
Ile
Asp
Ser
Tyr
180
Asn
Lys
Thr

Ser

Asn
260

Ala
5
Lys
Leu
Cys
Cys
Cys
85
Ser
Ala
Leu
Thr
Lys
165
Thr
Asn
Glu
Ala
Glu

245
Gly

Val
Gln
Glu
Trp
Asn
70

Ser
Val
Gln
Phe
Leu
150
Tyr
Tle
Met
Gln
Met
230

Val

Ser

Leu
Gly
Asn
Asp
55

Lys
Asp
Cys
Gln
Ser
135
Met
Met
Val
Tyr
Asn
215
Tyr

Ala

Val

Leu
Ser
Cys
40

Phe
Phe
Asp
Gln
Ser
120
Met
Pro
Arg
Thr
Asp
200
Asn
Gln

Ile

Pro

Thr
Cys
25

Arg
Glu
Arg
Cys
Gly
105
Gln
Asp
Asn
Ala
Gly
185
Val
Pro
Gly

Asn

Phe
265

259

Val
10

Arg
Cys
Asp
Cys
Leu
90

Glu
Cys
Gly
Ile
Met
170
Leu
Asn
Ala
Leu
Gly

250
Glu

Ala
Lys
Asp
Thr
Gly
75

Gln
Thr
Pro
Phe
Asn
155
Tyr
Tyr
Leu
Trp
Lys
235

Ser

Glu

Leu
Lys
Val
Cys
60

Glu
Arg
Ser
Glu
Arg
140
Lys
Pro
Pro
Asn
Trp
220
Ala

Phe

Arg

Ala
Cys
Ala
45

Val
Arg
Lys
Trp
Gly
125
Ala
Leu
Thr
Glu
Lys
205
His
Ala

Pro

Ile

Thr
Phe
30

Cys
Glu
Leu
Asp
Leu
110
Phe
Glu
Lys
Lys
Ser
190
Asn
Gly
Thr

Ser

Ser
270

Leu
15

Asp
Lys
Ser
Glu
Cys
95

Glu
Asp
Tyr
Thr
Thr
175
His
Phe
Gln
Tyr
Ile

255
Thr

Leu
Ala
Asp
Thr
Ala
80

Cys
Glu
Leu
Leu
Cys
160
Phe
Gly
Ser
Pro
Phe
240

Tyr

Leu
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Leu
Met
Ser
305
Met
Ile
Met
Tyr
Phe
385
Lys
Arg
Val
Gly
Ile
465
Pro
Ile
Leu
Phe
Cys
545

Gln

Asn

Lys
Tyr
290
Ala
Leu
Tle
Glu
Glu
370
Phe
Pro
Leu
Asp
Gly
450
Phe
Phe
Gln
Lys
Ser
530
Phe

Met

Leu

Trp
275
Phe
Arg
Met
Leu
Tyr
355
Gly
Ser
Asp
His
Gln
435
Gly
Leu
Glu
Pro
Val
515
Val
Cys

Leu

Pro

Leu

Glu

Val

Glu

Leu

340

Met

Pro

Phe

Gln

Tyr

420

Gln

Asn

Ala

Asn

Ala

500

Pro

Cys

Pro

Asn

Phe

Asp
Glu
Tle
Gly
325
Ala
Thr
Ala
Asn
His
405
Ala
Trp
His
His
Tle
485
Pro
Phe
Gly
His
Leu

565
Gly

Leu
Pro
Lys
310
Leu
Asp
Asp
Pro
Ser
390
Phe
Lys
Leu
Gly
Gly
470
Glu
Asn
Tyr
Phe
Leu
550

Thr

Arg

Pro
Asp
295
Ala
Lys
His
Tyr
Arg
375
Glu
Lys
Asn
Ala
Tyr
455
Pro
Val
Asn
Glu
Ala
535
Gln

Gln

Pro

Lys
280
Ser
Leu
Gln
Gly
Phe
360
Tle
Glu
Pro
Val
Val
440
Asn
Ser
Tyr
Gly
Pro
520
Asn
Asn

Glu

Arg

Ala Glu Arg

Ser

Gln

Arg

Met

345

Pro

Arg

Ile

Tyr

Arg

425

Arg

Asn

Phe

Asn

Thr

505

Ser

Pro

Ser

Glu

Val

260

Gly
Val
Asn
330
Asp
Arg
Ala
Val
Leu
410
Tle
Ser
Glu
Lys
Leu
490
His
His
Leu
Thr
Tle

570
Leu

His
Val
315
Leu
Gln
Ile
His
Arg
395
Thr
Asp
Lys
Phe
Glu
475
Met
Gly
Ala
Pro
Gln
55h

Thr

Gln

Pro
Ala
300
Asp
His
Thr
Asn
Asn
380
Asn
Pro
Lys
Ser
Arg
460
Lys
Cys
Ser
Glu
Thr
540
Leu

Ala

Lys

Arg
285
Gly
His
Asn
Tyr
Phe
365
Ile
Leu
Asp
Val
Asn
445
Ser
Thr
Asp
Leu
Glu
525
Glu
Glu

Thr

Asn

Phe

Gly

Ala

Cys

Cys

350

Phe

Pro

Ser

Leu

His

430

Thr

Met

Glu

Leu

Asn

510

Val

Ser

Gln

Val

Val

Tyr
Pro
Phe
Val
335
Asn
Tyr
His
Cys
Pro
415
Leu
Asn
Glu
Val
Leu
495
His
Ser
Leu
Val
Lys

575
Asp

Thr
Val
Gly
320
Asn
Lys
Met
Asp
Arg
400
Lys
Phe
Cys
Ala
Glu
480
Arg
Leu
Lys
Asp
Asn
560

Val

His
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Cys Leu Leu

Arg
Ser
625
Val
Asn
Asp
Glu
Lys
705
Phe
Lys
Val
Gly
Val
785
Arg
Gly
Gln
His
Val

865
Thr

Met
610
Pro
Pro
Tle
Ser
Glu
690
His
Asp
His
Leu
Trp
770
Glu
Phe
Leu
Leu
Thr
850

Phe

Pro

595

Pro
Leu
Pro
Thr
Gln
675
Phe
Ala
Tyr
Leu
Thr
755
Leu
Ser
Thr
Asp
Lys
835
Cys

Leu

Glu

580
Tyr

Met
Pro
Ser
His
660
Tyr
Arg
Thr
Asn
Ala
740
Ser
Asp
Cys
Ala
Phe
820
Thr
Pro

Phe

Val

His
Trp
Pro
Glu
645
Gly
Asp
Lys
Glu
Tyr
725
Asn
Cys
Val
Pro
His
805
Tyr
Tyr
Pro

Pro

Thr
885

Arg
Ser
Thr
630
Ser
Phe
Ala
Met
Arg
710
Asp
Thr
Lys
Leu
Glu
790
Tle
Gln
Leu
Cys
Pro

870
Gly

Glu
Ser
615
Val
Gln
Leu
Leu
Trp
695
Asn
Gly
Asp
Asn
Pro
775
Gly
Ala
Asp
Pro
Pro
855

Lys

Gly

Tyr
600
Tyr
Pro
Lys
Tyr
Ile
680
Asp
Gly
His
Val
Lys
760
Phe
Lys
Arg
Lys
Thr
840
Ala

Pro

Gly

585
Val

Thr
Asp
Cys
Pro
665
Thr
Tyr
Val
Phe
Pro
745
Ser
Tle
Pro
Val
Val
825
Phe
Pro

Lys

Ser

261

Ser
Val
Cys
Ser
650
Pro
Ser
Phe
Asn
Asp
730
Tle
His
Tle
Glu
Arg
810
Gln
Glu
Glu

Asp

Gly
890

Gly
Pro
Leu
635
Phe
Ala
Asn
His
Val
715
Ala
Pro
Thr
Pro
Ala
795
Asp
Pro
Thr
Leu
Thr

875
Gly

Phe
Gln
620
Arg
Tyr
Ser
Leu
Ser
700
Val
Pro
Thr
Pro
His
780
Leu
Val
Val
Thr
Leu
860

Leu

Gly

Gly
605
Leu
Ala
Leu
Asn
Val
685
Val
Ser
Asp
His
Glu
765
Arg
Trp
Glu
Ser
Ile
845
Gly

Met

Gly

590
Lys

Gly
Asp
Ala
Arg
670
Pro
Leu
Gly
Glu
Tyr
750
Asn
Pro
Val
Leu
Glu
830
Asp
Gly

Ile

Ser

Ala
Asp
Val
Asp
655
Thr
Met
Leu
Pro
Tle
735
Phe
Cys
Thr
Glu
Leu
815
Tle
Lys
Pro

Ser

Gly
895

Met

Thr
Arg
640
Lys
Ser
Tyr
Tle
Tle
720
Thr
Val
Pro
Asn
Glu
800
Thr
Leu
Thr
Ser
Arg

880
Gly
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Gly

Gly

Glu

Leu

945

Glu

Val

Phe

Glu

Cys

Glu

Pro

His

Tyr

Ser

Val

Phe

Gln

Thr

Leu

Glu

Gly Ser

Ser Ala
915

Ile Ala

930

Val Leu

His Ala

Ala Asp

Gly Asp
995
Leu Ala
1010
Phe Leu
1025
Arg Pro
1040
Thr Thr
1055
Pro Tyr
1070
Asn Glu
1085
Cys Leu
1100
Ser Ser
1115
Gly Glu
1130
Thr Phe
1145
Asp Leu
1160
Glu Cys
1175
Asn GlIn

Met
900
Phe
His
Tle
Lys
Glu

980
Lys

Gln

Glu

Phe

Phe

Ile

Thr

Val

Arg

Pro

Thr

Ala

Ala

Lys

Ser

Arg

Ala

Leu

965

Ser

Leu

Cys

His

Ala

Met

Leu

Pro

Ala

Asn

Lys

Asp

Thr

Trp

Arg

Tyr

Phe

950

Val

Ala

Cys

Cys

Lys

Glu

Gly

Ala

Thr

Lys

Gln

Phe

Ala

Val

Asp

Ile

Val Thr

Gly Val
920

Asn Asp

935

Ser Gln

Gln Glu

Ala Asn

Ala Ile

1000

Thr Lys
1015
Asp Asp
1030
Ala Met
1045
His Tyr
1060
Pro Glu
1075
Gln Cys
1090
Leu Asp
1105
Arg Met
1120
Lys Ala
1135
Asp Phe
1150
Asn Lys
1165
Arg Ala
1180

Ser Ser

Phe

905

Phe

Leu

Tyr

Val

Cys

985

Pro

Gln

Asn

Cys

Leu

Leu

Cys

Gly

Lys

Trp

Ala

Glu

Glu

Lys

262

Leu Leu

Arg Arg

Gly Glu

Leu Gln

955

Thr Asp

970

Asp Lys

Asn Leu

Glu Pro

Pro Ser

Thr Ser

His Glu

Leu Tyr

Ala Glu

Val Lys

Cys Ser

Ala Val

Glu Ile

Cys Cys

Leu Ala

Leu Gln

Leu Leu

Glu Ala
925

Gln His

940

Lys Cys

Phe Ala

Ser Leu

Arg Glu

1005

Glu Arg
1020
Leu Pro
1035
Phe Lys
1050
Val Ala
1065
Tyr Ala
1080
Ala Asp
1095
Glu Lys
1110
Ser Met
1125
Ala Arg
1140
Thr Lys
1155
His Gly
1170
Lys Tyr
1185
Thr Cys

Phe

910

His

Phe

Ser

Lys

His

990

Asn

Asn

Pro

Glu

Arg

Glu

Lys

Ala

Gln

Leu

Leu

Asp

Met

Cys

Val

Lys

Lys

Tyr

Thr

975

Thr

Tyr

Glu

Phe

Asn

Arg

Gln

Glu

Leu

Lys

Ser

Ala

Leu

Cys

Asp

Ser
Ser
Gly
Asp
960
Cys

Leu

Gly
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Lys

Asp

Glu

Phe

Tyr

Thr

Gly

Asn

Tyr

Pro

Gly

Leu

Cys

Cys

Leu

Thr

Lys

Lys

Phe

1190
Pro Leu
1205
Thr Met
1220
Asp Gln
1235
Leu Gly
1250
Ser Val
1265
Leu Glu
1280
Thr Val
1295
Leu Val
1310
Gly Phe
1325
Gln Val
1340
Arg Val
1355
Pro Cys
1370
Leu Leu
1385
Cys Ser
1400
Thr Val
1415
Phe Thr
1430
Gln Ile
1445
Pro Lys
1460
Ala GlIn
1475

Leu

Pro

Glu

Thr

Ser

Lys

Leu

Lys

Gln

Ser

Gly

Val

His

Gly

Asp

Phe

Lys

Ala

Phe

Lys

Ala

Val

Phe

Leu

Cys

Ala

Thr

Asn

Thr

Thr

Glu

Glu

Ser

Glu

His

Lys

Thr

Leu

Lys

Asp

Cys

Leu

Leu

Cys

Glu

Asn

Ala

Pro

Lys

Asp

Lys

Leu

Thr

Ser

Gln

Ala

Asp

1195
Ala His
1210
Leu Pro
1225
Lys Asn
1240
Tyr Glu
1255
Leu Arg
1270
Ala Glu
1285
Phe GIn
1300
Cys Asp
1315
Ile Leu
1330
Thr Leu
1345
Cys Cys
1360
Tyr Leu
1375
Thr Pro
1390
Val Glu
1405
Tyr Val
1420
Asp Tle
1435
Thr Ala
1450
Glu Gln
1465
Thr Cys
1480

Cys Leu Ser

Ala Ile Ala

Tyr Ala Glu

Tyr Ser Arg

Leu Ala Lys

Ala Asn Pro

Pro Leu Val

Leu Tyr Glu

Val Arg Tyr

Val Glu Ala

Thr Leu Pro

Ser Ala Ile

Val Ser Glu

Arg Arg Pro

Pro Lys Glu

Cys Thr Leu

Leu Ala Glu

Leu Lys Thr

Cys Lys Ala

263

1200
Glu Val
1215
Ala Asp
1230
Ala Lys
1245
Arg His
1260
Lys Tyr
1275
Pro Ala
1290
Glu Glu
1305
Lys Leu
1320
Thr Gln
1335
Ala Arg
1350
Glu Asp
1365
Leu Asn
1380
His Val
1395
Cys Phe
1410
Phe Lys
1425
Pro Glu
1440
Leu Val
1455
Val Met
1470
Ala Asp
1485

Glu

Phe

Asp

Pro

Glu

Cys

Pro

Gly

Lys

Asn

Gln

Arg

Thr

Ser

Ala

Lys

Lys

Asp

Lys

His

Val

Val

Asp

Ala

Tyr

Lys

Glu

Ala

Leu

Arg

Val

Lys

Ala

Glu

Glu

His

Asp

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

1490

Asp Ala Leu Ala

1505

<210> 26
<211> 85
<212> PR

<213>

<220>

223>

<220>

221>
222>
223>

<400> 26
Met Arg Gly Pro Ala Val Leu

1
Ala

Lys
Cys
Glu
65

Cys
Cys
Gly
Gln
Asp
145

Val

Pro

Pro
Ser
Asp
50

Thr
Gly
Lys
Glu
Cys
130
Gly

Ile

Val

2
T

SIGNAL
(22) .. (23)
SRR BRI A

Gly
Cys
35

Ala
Cys
Glu
Asp
Lys
115
Pro
Phe

Ser

Tyr

NILF5

Ala
20

Lys
Ala
Ile
Lys
Lys
100
Ser
Ala
Arg

Lys

Pro
180

5
Gly

Gly

Cys

Glu

Arg

85

Gly

Trp

Gly

Ala

Leu

165
Thr

ENPP71Z 31 7 41|

Ala
Arg
Val
Pro
70

Leu
Asp
Val
Phe
Glu
150

Lys

Lys

1495

Gly
Cys
Glu
55

Glu
Thr
Cys
Glu
Glu
135
Tyr

Lys

Thr

Leu
Leu
Phe
40

Leu

His

Cys
Glu
120
Thr
Leu

Cys

Phe

Thr

Lys

25

Glu

Gly

Ile

Ser

Ile

105

Pro

Pro

His

Gly

Pro
185

264

Val
10

Pro
Arg
Asn
Trp
Leu
90

Asn
Cys
Pro
Thr
Thr

170

Asn

Ala
Ser
Thr
Cys
Thr
75

Cys
Tyr
Glu
Thr
Trp
155

Tyr

His

1500

Leu
Cys
Phe
Cys
60

Cys
Ala
Ser
Ser
Leu
140
Gly

Thr

Tyr

Ala
Ala
Gly
45

Leu
Asn
Cys
Ser
Tle
125
Leu
Gly

Lys

Ser

Thr
Lys
30

Asn
Asp
Lys
Ser
Val
110
Asn
Phe
Leu

Asn

Ile
190

Leu
15

Glu
Cys
Tyr
Phe
Asp
95

Cys
Glu
Ser
Leu
Met

175
Val

Leu
Val
Arg
Gln
Arg
80

Asp
Gln
Pro
Leu
Pro
160

Arg

Thr
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Gly Leu Tyr

Pro
Pro
225
Gly
Asn
Phe
Asp
Ser
305
Gln
Leu
Met
Gly
Arg
385
Ile
Tyr
Arg
Leu
Asp
465

Gly

Tyr

Lys
210
Glu
Leu
Gly
Glu
Glu
290
Gly
Arg
Asn
Glu
Asp
370
Pro
Ala
Leu
Ile
Asn
450
Asn

Phe

Asn

195
Met

Trp
Lys
Ile
Glu
275
Arg
His
Val
Leu
Gln
355
Val
Ser
Arg
Lys
Glu
435
Pro
Val

Lys

Leu

Pro

Asn

Tyr

Ser

Phe

260

Arg

Pro

Ser

Asp

His

340

Gly

Lys

Asp

Asn

His

420

Pro

Ser

Phe

His

Met

Glu
Ala
Lys
Gly
245
Pro
Ile
His
Tyr
Gly
325
Arg
Ser
Asn
Val
Leu
405
Phe
Leu
Glu
Ser
Gly

485
Cys

Ser
Ser
Gly
230
Thr
Asp
Leu
Phe
Gly
310
Met
Cys
Cys
Ile
Pro
390
Ser
Leu
Thr
Arg
Asn
470

Ile

Asp

His
Phe
215
Glu
Phe
Ile
Ala
Tyr
295
Pro
Val
Leu
Lys
Lys
375
Asp
Cys
Pro
Phe
Lys
455
Met

Glu

Leu

Gly
200
Ser
Pro
Phe
Tyr
Val
280
Thr
Val
Gly
Asn
Lys
360
Val
Lys
Arg
Lys
Tyr
440
Tyr
Gln

Ala

Leu

Ile Ile Asp

Leu

Ile

Trp

Lys

265

Leu

Leu

Ser

Met

Leu

345

Tyr

Ile

Tyr

Glu

Arg

425

Leu

Cys

Ala

Asp

Asn

265

Lys
Trp
Pro
250
Met
Gln
Tyr
Ser
Leu
330
Ile
Ile
Tyr
Tyr
Pro
410
Leu
Asp
Gly
Leu
Thr

490
Leu

Ser
Val
235
Gly
Tyr
Trp
Leu
Glu
315
Met
Leu
Tyr
Gly
Ser
395
Asn
His
Pro
Ser
Phe
475

Phe

Thr

Asn
Lys
220
Thr
Ser
Asn
Leu
Glu
300
Val
Asp
Tle
Leu
Pro
380
Phe
Gln
Phe
Gln
Gly
460
Val

Glu

Pro

Lys
205
Glu
Ala
Asp
Gly
Gln
285
Glu
Ile
Gly
Ser
Asn
365
Ala
Asn
His
Ala
Trp
445
Phe
Gly

Asn

Ala

Met

Lys

Lys

Val

Ser

270

Leu

Pro

Lys

Leu

Asp

350

Lys

Ala

Tyr

Phe

Lys

430

Gln

His

Tyr

Ile

Pro

Tyr
Phe
Tyr
Glu
255
Val
Pro
Asp
Ala
Lys
335
His
Tyr
Arg
Glu
Lys
415
Ser
Leu
Gly
Gly
Glu

495

Asn

Asp
Asn
Gln
240
Tle
Pro
Lys
Ser
Leu
320
Glu
Gly
Leu
Leu
Gly
400
Pro
Asp
Ala
Ser
Pro
480

Val

Asn
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Gly
Pro
Arg
545
Pro
Lys
Gln
Gly
Asp
625
Gln
Lys
Asn
Tle
Asp
705
Val
Leu
Leu
Ser
Leu

785
Asp

Thr
Lys
530
Asn
Tle
Tle
Lys
Tyr
610
Arg
Asp
Asn
Lys
Val
690
Thr
Ser
Glu
Tle
Gln
770

Pro

Ser

His
515
His
Pro
Glu
Tle
Glu
595
Ser
Asn
Phe
Asn
Asn
675
Pro
Leu
Gly
Asn
Pro
755
Thr
His

Ser

500
Gly

Pro
Arg
Asp
Lys
580
Asn
Gln
Asp
Arg
Thr
660
Ser
Met
Leu
Pro
Leu
740
Thr
Pro

Arg

Trp

Ser
Lys
Asp
Phe
565
His
Thr
Asp
Ser
Ile
645
Lys
Ser
Tyr
Arg
Val
725
Arg
His
Leu

Thr

Val
805

Leu
Glu
Asn
550
Gln
Glu
Tle
Tle
Phe
630
Pro
Val
Gly
Gln
Lys
710
Phe
Gln
Phe
His
Asp

790
Glu

Asn
Val
535
Leu
Thr
Thr
Cys
Leu
615
Ser
Leu
Ser
Tle
Ser
695
Tyr
Asp
Lys
Phe
Cys
775

Asn

Glu

His
520
His
Gly
Gln
Leu
Leu
600
Met
Thr
Ser
Tyr
Tyr
680
Phe
Ala
Phe
Arg
Tle
760
Glu

Ser

Leu

505
Leu

Pro
Cys
Phe
Pro
585
Leu
Pro
Glu
Pro
Gly
665
Ser
Gln
Glu
Asp
Arg
745
Val
Asn

Glu

Leu

266

Leu
Leu
Ser
Asn
570
Tyr
Ser
Leu
Asp
Val
650
Phe
Glu
Val
Glu
Tyr
730
Val
Leu
Leu

Ser

Met
810

Lys
Val
Cys
555
Leu
Gly
Gln
Trp
Phe
635
His
Leu
Ala
Ile
Arg
715
Asp
Ile
Thr
Asp
Cys

795
Leu

Asn
Gln
540
Asn
Thr
Arg
His
Thr
620
Ser
Lys
Ser
Leu
Trp
700
Asn
Gly
Arg
Ser
Thr
780

Val

His

Pro
525
Cys
Pro
Val
Pro
Gln
605
Ser
Asn
Cys
Pro
Leu
685
Arg
Gly
Arg
Asn
Cys
765
Leu
His

Arg

510
Val

Pro
Ser
Ala
Arg
590
Phe
Tyr
Cys
Ser
Pro
670
Thr
Tyr
Val
Cys
Gln
750
Lys
Ala

Gly

Ala

Tyr
Phe
Tle
Glu
575
Val
Met
Thr
Leu
Phe
655
Gln
Thr
Phe
Asn
Asp
735
Glu
Asp
Phe

Lys

Arg
815

Thr

Thr

Leu

560

Glu

Leu

Ser

Val

Tyr

640

Tyr

Leu

Asn

His

Val

720

Ser

Ile

Thr

Ile

His

800
Ile
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Thr Asp Val Glu His Ile Thr Gly

820

Glu Pro Val Ser Asp Ile Leu Lys

835

Ser Gln Glu Asp

<210> 27
211>
212>
<213>

850

<220>

223>

<220>

221>
222>
223>
<400>

925
PRT

NILF5

SIGNAL

(92) .. (93)
SRR BRI A
27

Met Glu Arg Asp Gly

1

Gly Arg Ala

Arg
Leu
Arg
65

Phe
Leu
Phe
Leu
His

145
Arg

Ser
Leu
50

Ala
Thr
Lys
Glu
Gly
130

Ile

Ser

His
35

Ala
Arg
Phe
Pro
Arg
115
Asn

Trp

Leu

Pro
20

Ala
Pro
Thr
Ala
Ser
100
Thr
Cys

Thr

Cys

5
Arg

Ala

Met

Ala

Val

85

Cys

Phe

Cys

Cys

Ala
165

ENPP121 5 3L 1 7 51|

Cys

Glu

Glu

Asp

Lys

70

Gly

Ala

Gly

Leu

Asn

150
Cys

Ala
Gly
Ala
Val
55

Asp
Val
Lys
Asn
Asp
135

Lys

Ser

840

Gly
Pro
Pro
40

Gly
Pro
Asn
Glu
Cys
120
Tyr

Phe

Asp

Leu Ser Phe Tyr Gln Gln Arg Lys

825

830

Leu Lys Thr His Leu Pro Thr Phe

Gly
Ala
25

Gly
Glu
Asn
Ile
Val
105
Arg
Gln

Arg

Asp

267

Gly
10

Gly
Asp
Glu
Thr
Cys
90

Lys
Cys
Glu

Cys

Cys
170

Ser

Asn

Pro

Pro

Tyr

75

Leu

Ser

Asp

Thr

Gly

155
Lys

Arg
Gly
Gln
Leu
60

Lys
Gly
Cys
Ala
Cys
140

Glu

Asp

845

Gly
Arg
Ala
45

Glu
Ile
Phe
Lys
Ala
125
Ile

Lys

Lys

Gly
Asp
30

Ala
Lys
Tle
Thr
Gly
110
Cys
Glu

Arg

Gly

Glu
15

Arg
Ala
Ala
Ser
Ala
95

Arg
Val
Pro

Leu

Asp
175

Gly

Gly

Ser

Ala

Leu

80

Gly

Cys

Glu

Glu

Thr

160
Cys
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Cys
Glu
Thr
Leu
225
Cys
Phe
Gly
Ser
Pro
305
Phe
Tyr
Val
Thr
Val
385
Gly
Asn
Lys
Val
Lys

465
Arg

Tle
Pro
Pro
210
His
Gly
Pro
Tle
Leu
290
Tle
Trp
Lys
Leu
Leu
370
Ser
Met
Leu
Tyr
Tle
450

Tyr

Glu

Asn
Cys
195
Pro
Thr
Thr
Asn
Tle
275
Lys
Trp
Pro
Met
Gln
355
Tyr
Ser
Leu
Tle
Tle
435
Tyr

Tyr

Pro

Tyr
180
Glu
Thr
Trp
Tyr
His
260
Asp
Ser
Val
Gly
Tyr
340
Trp
Leu
Glu
Met
Leu
420
Tyr
Gly

Ser

Asn

Ser

Ser

Leu

Gly

Thr

245

Tyr

Asn

Lys

Thr

Ser

325

Asn

Leu

Glu

Val

Asp

405

Ile

Leu

Pro

Phe

Gln

Ser
Ile
Leu
Gly
230
Lys
Ser
Lys
Glu
Ala
310
Asp
Gly
Gln
Glu
Ile
390
Gly
Ser
Asn
Ala
Asn

470
His

Val
Asn
Phe
215
Leu
Asn
Ile
Met
Lys
295
Lys
Val
Ser
Leu
Pro
375
Lys
Leu
Asp
Lys
Ala
455

Tyr

Phe

Cys
Glu
200
Ser
Leu
Met
Val
Tyr
280
Phe
Tyr
Glu
Val
Pro
360
Asp
Ala
Lys
His
Tyr
440
Arg

Glu

Lys

Gln
185
Pro
Leu
Pro
Arg
Thr
265
Asp
Asn
Gln
Tle
Pro
345
Lys
Ser
Leu
Glu
Gly
425
Leu
Leu
Gly

Pro

268

Gly

Gln

Asp

Val

Pro

250

Gly

Pro

Pro

Gly

Asn

330

Phe

Asp

Ser

Gln

Leu

410

Met

Gly

Arg

Ile

Tyr

Glu
Cys
Gly
Ile
235
Val
Leu
Lys
Glu
Leu
315
Gly
Glu
Glu
Gly
Arg
395
Asn
Glu
Asp
Pro
Ala

475
Leu

Lys
Pro
Phe
220
Ser
Tyr
Tyr
Met
Trp
300
Lys
Ile
Glu
Arg
His
380
Val
Leu
Gln
Val
Ser
460

Arg

Lys

Ser
Ala
205
Arg
Lys
Pro
Pro
Asn
285
Tyr
Ser
Phe
Arg
Pro
365
Ser
Asp
His
Gly
Lys
445
Asp

Asn

His

Trp
190
Gly
Ala
Leu
Thr
Glu
270
Ala
Lys
Gly
Pro
Ile
350
His
Tyr
Gly
Arg
Ser
430
Asn
Val

Leu

Phe

Val

Phe

Glu

Lys

Lys

255

Ser

Ser

Gly

Thr

Asp

335

Leu

Phe

Gly

Met

Cys

415

Cys

Ile

Pro

Ser

Leu

Glu
Glu
Tyr
Lys
240
Thr
His
Phe
Glu
Phe
320
Ile
Ala
Tyr
Pro
Val
400
Leu
Lys
Lys
Asp
Cys

480

Pro



CN 116406281 A

.1l

%=

104/144 7

Lys Arg Leu

Tyr

Tyr

Gln

545

Ala

Leu

His

His

Gly

625

Gln

Leu

Leu

Met

Thr

705

Ser

Tyr

Tyr

Phe

Ala
785

Leu
Cys
530
Ala
Asp
Asn
Leu
Pro
610
Cys
Phe
Pro
Leu
Pro
690
Glu
Pro
Gly
Ser
Gln

770
Glu

Asp
515
Gly
Leu
Thr
Leu
Leu
595
Leu
Ser
Asn
Tyr
Ser
675
Leu
Asp
Val
Phe
Glu
755

Val

Glu

His
500
Pro
Ser
Phe
Phe
Thr
580
Lys
Val
Cys
Leu
Gly
660
Gln
Trp
Phe
His
Leu
740
Ala

Ile

Arg

485
Phe

Gln
Gly
Val
Glu
565
Pro
Asn
Gln
Asn
Thr
645
Arg
His
Thr
Ser
Lys
725
Ser
Leu

Trp

Asn

Ala
Trp
Phe
Gly
550
Asn
Ala
Pro
Cys
Pro
630
Val
Pro
Gln
Ser
Asn
710
Cys
Pro
Leu

Arg

Gly
790

Lys
Gln
His
535
Tyr
Tle
Pro
Val
Pro
615
Ser
Ala
Arg
Phe
Tyr
695
Cys
Ser
Pro
Thr
Tyr

775
Val

Ser
Leu
520
Gly
Gly
Glu
Asn
Tyr
600
Phe
Tle
Glu
Val
Met
680
Thr
Leu
Phe
Gln
Thr
760

Phe

Asn

Asp
505
Ala
Ser
Pro
Val
Asn
585
Thr
Thr
Leu
Glu
Leu
665
Ser
Val
Tyr
Tyr
Leu
745
Asn
His

Val

269

490

Leu
Asp
Gly
Tyr
570
Gly
Pro
Arg
Pro
Lys
650
Gln
Gly
Asp
Gln
Lys
730
Asn
Ile

Asp

Val

Ile
Asn
Asn
Phe
555
Asn
Thr
Lys
Asn
Ile
635
Ile
Lys
Tyr
Arg
Asp
715
Asn
Lys
Val

Thr

Ser
795

Glu
Pro
Val
540
Lys
Leu
His
His
Pro
620
Glu
Tle
Glu
Ser
Asn
700
Phe
Asn
Asn
Pro
Leu

780
Gly

Pro
Ser
525
Phe
His
Met
Gly
Pro

605
Arg

Lys
Asn
Gln
685
Asp
Arg
Thr
Ser
Met
765

Leu

Pro

Leu
510
Glu
Ser
Gly
Cys
Ser
590
Lys
Asp
Phe
His
Thr
670
Asp
Ser
Ile
Lys
Ser

750
Tyr

Val

495
Thr

Arg
Asn
Tle
Asp
575
Leu
Glu
Asn
Gln
Glu
655
Tle
Tle
Phe
Pro
Val
735
Gly
Gln

Lys

Phe

Phe
Lys
Met
Glu
560
Leu
Asn
Val
Leu
Thr
640
Thr
Cys
Leu
Ser
Leu
720
Ser
Tle
Ser

Tyr

Asp
800
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Phe Asp Tyr Asp Gly Arg Cys Asp Ser Leu Glu Asn Leu Arg Gln Lys
805 810 815
Arg Arg Val Ile Arg Asn Gln Glu Ile Leu Ile Pro Thr His Phe Phe
820 825 830
Ile Val Leu Thr Ser Cys Lys Asp Thr Ser Gln Thr Pro Leu His Cys
835 840 845
Glu Asn Leu Asp Thr Leu Ala Phe Ile Leu Pro His Arg Thr Asp Asn
850 855 860
Ser Glu Ser Cys Val His Gly Lys His Asp Ser Ser Trp Val Glu Glu
865 870 875 880
Leu Leu Met Leu His Arg Ala Arg Ile Thr Asp Val Glu His Ile Thr
885 890 895
Gly Leu Ser Phe Tyr Gln Gln Arg Lys Glu Pro Val Ser Asp Ile Leu
900 905 910
Lys Leu Lys Thr His Leu Pro Thr Phe Ser Gln Glu Asp
915 920 925
<210> 28
<211> 1155
<212> PRT
Q213> NI
220>
<223> ENPP121-FcR LR+ 5
220>
<221> SIGNAL
222> (92) .. (93)
223> (55 KA HIVIE
<220>
<221> MISC FEATURE
<222> (929) .. (1155)
223> FRIRFcFA
<400> 28
Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu Gly
1 5 10 15
Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg Gly
20 25 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala Ser
35 40 45
Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala Ala
50 55 60

270
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Arg
65

Phe
Leu
Phe
Leu
His
145
Arg
Cys
Glu
Thr
Leu
225
Cys
Phe
Gly
Ser
Pro
305
Phe
Tyr

Val

Thr

Ala

Thr

Lys

Glu

Gly

130

Ile

Ser

Ile

Pro

Pro

210

His

Gly

Pro

Ile

Leu

290

Ile

Trp

Lys

Leu

Leu

Arg
Phe
Pro
Arg
115
Asn
Trp
Leu
Asn
Cys
195
Pro
Thr
Thr
Asn
Tle
275
Lys
Trp
Pro
Met
Gln

355
Tyr

Thr
Ala
Ser
100
Thr
Cys
Thr
Cys
Tyr
180
Glu
Thr
Trp
Tyr
His
260
Asp
Ser
Val
Gly
Tyr
340

Trp

Leu

Ala
Val
85

Cys
Phe
Cys
Cys
Ala
165
Ser
Ser
Leu
Gly
Thr
245
Tyr
Asn
Lys
Thr
Ser
325
Asn

Leu

Glu

Lys
70

Gly
Ala
Gly
Leu
Asn
150
Cys
Ser
Tle
Leu
Gly
230
Lys
Ser
Lys
Glu
Ala
310
Asp
Gly

Gln

Glu

Asp

Val

Lys

Asn

Asp

135

Lys

Ser

Val

Asn

Phe

215

Leu

Asn

Ile

Met

Lys

295

Lys

Val

Ser

Leu

Pro

Pro
Asn
Glu
Cys
120
Tyr
Phe
Asp
Cys
Glu
200
Ser
Leu
Met
Val
Tyr
280
Phe
Tyr
Glu
Val
Pro

360
Asp

Asn Thr Tyr

Ile
Val
105
Arg
Gln
Arg
Asp
Gln
185
Pro
Leu
Pro
Arg
Thr
265
Asp
Asn
Gln
Ile
Pro
345
Lys

Ser

271

Cys
90

Lys
Cys
Glu
Cys
Cys
170
Gly
Gln
Asp
Val
Pro
250
Gly
Pro
Pro
Gly
Asn
330
Phe

Asp

Ser

75
Leu

Ser
Asp
Thr
Gly
155
Lys
Glu
Cys
Gly
Tle
235
Val
Leu
Lys
Glu
Leu
315
Gly
Glu

Glu

Gly

Lys

Gly

Cys

Ala

Cys

140

Glu

Asp

Lys

Pro

Phe

220

Ser

Tyr

Tyr

Met

Trp

300

Lys

Ile

Glu

Arg

His

Tle
Phe
Lys
Ala
125
Tle
Lys
Lys
Ser
Ala
205
Arg
Lys
Pro
Pro
Asn
285
Tyr
Ser
Phe
Arg
Pro

365

Ser

Tle
Thr
Gly
110
Cys
Glu
Arg
Gly
Trp
190
Gly
Ala
Leu
Thr
Glu
270
Ala
Lys
Gly
Pro
Tle
350
His

Tyr

Ser
Ala
95

Arg
Val
Pro
Leu
Asp
175
Val
Phe
Glu
Lys
Lys
255
Ser
Ser
Gly
Thr
Asp
335
Leu

Phe

Gly

Leu
80

Gly
Cys
Glu
Glu
Thr
160
Cys
Glu
Glu
Tyr
Lys
240
Thr
His
Phe
Glu
Phe
320
Tle
Ala

Tyr

Pro
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Val
385
Gly
Asn
Lys
Val
Lys
465
Arg
Lys
Tyr
Tyr
Gln
545
Ala
Leu
His
His
Gly
625
Gln

Leu

Leu

370

Ser
Met
Leu
Tyr
Tle
450
Tyr
Glu
Arg
Leu
Cys
530
Ala
Asp
Asn
Leu
Pro
610
Cys
Phe

Pro

Leu

Ser
Leu
Tle
Tle
435
Tyr
Tyr
Pro
Leu
Asp
515
Gly
Leu
Thr
Leu
Leu
595
Leu
Ser
Asn

Tyr

Ser
675

Glu

Met

Leu

420

Gly

Ser

Asn

His

500

Pro

Ser

Phe

Phe

Thr

580

Lys

Val

Cys

Leu

Gly

660
Gln

Val
Asp
405
Tle
Leu
Pro
Phe
Gln
485
Phe
Gln
Gly
Val
Glu
565
Pro
Asn
Gln
Asn
Thr
645

Arg

His

Tle
390
Gly
Ser
Asn
Ala
Asn
470
His
Ala
Trp
Phe
Gly
550
Asn
Ala
Pro
Cys
Pro
630
Val

Pro

Gln

375
Lys

Leu
Asp
Lys
Ala
455
Tyr
Phe
Lys
Gln
His
535
Tyr
Ile
Pro
Val
Pro
615
Ser
Ala

Arg

Phe

Ala
Lys
His
Tyr
440
Arg
Glu
Lys
Ser
Leu
520
Gly
Gly
Glu
Asn
Tyr
600
Phe
Ile
Glu

Val

Met
680

Leu
Glu
Gly
425
Leu
Leu
Gly
Pro
Asp
505
Ala
Ser
Pro
Val
Asn
585
Thr
Thr
Leu
Glu
Leu

665

Ser

272

Gln
Leu
410
Met
Gly
Arg
Ile
Tyr
490
Arg
Leu
Asp
Gly
Tyr
570
Gly
Pro
Arg
Pro
Lys
650

Gln

Gly

Arg
395
Asn
Glu
Asp
Pro
Ala
475
Leu
Tle
Asn
Asn
Phe
555
Asn
Thr
Lys
Asn
Tle
635
Tle

Lys

Tyr

380
Val

Leu
Gln
Val
Ser
460
Arg
Lys
Glu
Pro
Val
540
Lys
Leu
His
His
Pro
620
Glu
Tle

Glu

Ser

Asp
His
Gly
Lys
445
Asp
Asn
His
Pro
Ser
525
Phe
His
Met
Gly
Pro
605
Arg
Asp
Lys

Asn

Gln
685

Gly
Arg
Ser
430
Asn
Val
Leu
Phe
Leu
510
Glu
Ser
Gly
Cys
Ser
590
Lys
Asp
Phe
His
Thr

670
Asp

Met
Cys
415
Cys
Tle
Pro
Ser
Leu
495
Thr
Arg
Asn
Tle
Asp
575
Leu
Glu
Asn
Gln
Glu
655

Ile

Ile

Val
400
Leu
Lys
Lys
Asp
Cys
480
Pro
Phe
Lys
Met
Glu
560
Leu
Asn
Val
Leu
Thr
640
Thr

Cys

Leu
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Met
Thr
705
Ser
Tyr
Tyr
Phe
Ala
785
Phe
Arg
Ile
Glu
Ser
865
Leu
Gly
Lys
Asp
Gly
945
Ile

Glu

His

Pro
690
Glu
Pro
Gly
Ser
Gln
770
Glu
Asp
Arg
Val
Asn
850
Glu
Leu
Leu
Leu
Lys
930
Pro
Ser

Asp

Asn

Leu

Val
Phe
Glu
755
Val
Glu
Tyr
Val
Leu
835
Leu
Ser
Met
Ser
Lys
915
Thr
Ser
Arg

Pro

Ala

Trp
Phe
His
Leu
740
Ala
Ile
Arg
Asp
Ile

820
Thr

Cys
Leu
Phe
900
Thr
His
Val
Thr
Glu

980
Lys

Thr
Ser
Lys
725
Ser
Leu
Trp
Asn
Gly
805
Arg
Ser
Thr
Val
His
885
Tyr
His
Thr
Phe
Pro
965

Val

Thr

Ser
Asn
710
Cys
Pro
Leu
Arg
Gly
790
Arg
Asn
Cys
Leu
His
870
Arg
Gln
Leu
Cys
Leu
950
Glu

Lys

Lys

Tyr
695
Cys
Ser
Pro
Thr
Tyr
775
Val
Cys
Gln
Lys
Ala
855
Gly
Ala
Gln
Pro
Pro
935
Phe
Val

Phe

Pro

Thr

Leu

Phe

Gln

Thr

760

Phe

Asn

Asp

Glu

Asp

840

Phe

Lys

Arg

Arg

Thr

920

Pro

Pro

Thr

Asn

Arg

Val
Tyr
Tyr
Leu
745
Asn
His
Val
Ser
Tle
825
Thr
Tle
His
Tle
Lys
905
Phe
Cys
Pro
Cys
Trp
985

Glu

273

Asp
Gln
Lys
730
Asn
Ile
Asp
Val
Leu
810
Leu
Ser
Leu
Asp
Thr
890
Glu
Ser
Pro
Lys
Val
970

Tyr

Glu

Arg
Asp
715
Asn
Lys
Val
Thr
Ser
795
Glu
Tle
Gln
Pro
Ser
875
Asp
Pro
Gln
Ala
Pro
955
Val

Val

Gln

Asn
700
Phe
Asn
Asn
Pro
Leu
780
Gly
Asn
Pro
Thr
His
860
Ser
Val
Val
Glu
Pro
940
Lys
Val

Asp

Tyr

Asp

Arg

Thr

Ser

Met

765

Leu

Pro

Leu

Thr

Pro

845

Arg

Trp

Glu

Ser

Asp

925

Glu

Asp

Asp

Gly

Asn

Ser

Ile

Lys

Ser

750
Tyr

His
830
Leu
Thr
Val
His
Asp
910
Leu
Leu
Thr
Val
Val

990

Ser

Phe
Pro
Val
735
Gly
Gln
Lys
Phe
Gln
815
Phe
His
Asp
Glu
Tle
895
Tle
Tle
Leu
Leu
Ser
975

Glu

Thr

Ser
Leu
720
Ser
Tle
Ser
Tyr
Asp
800
Lys
Phe
Cys
Asn
Glu
880
Thr
Leu
Asn
Gly
Met
960
His
Val

Tyr
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995 1000 1005

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
1010 1015 1020

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
1025 1030 1035

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
1040 1045 1050

Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
1055 1060 1065

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
1070 1075 1080

Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
1085 1090 1095

Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
1100 1105 1110

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
1115 1120 1125

Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
1130 1135 1140

Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
1145 1150 1155

<210> 29

<211> 1550

<212> PRT

Q213> NI

220>

<223> ENPP121-ALBZ IR 1]

220>

<221> SIGNAL

<222> (92) .. (93)

223> B 5 KFFIHUIE|
<220>

<221> MISC FEATURE

<222> (933) .. (1550)
223> FoRnEEATY

<400> 29
Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu Gly
1 5 10 15

Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg Gly

274
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Arg
Leu
Arg
65

Phe
Leu
Phe
Leu
His
145
Arg
Cys
Glu
Thr
Leu
225
Cys
Phe
Gly
Ser
Pro

305
Phe

Ser
Leu
50

Ala
Thr
Lys
Glu
Gly
130
Tle
Ser
Tle
Pro
Pro
210
His
Gly
Pro
Tle
Leu
290

Ile

Trp

His
35

Ala
Arg
Phe
Pro
Arg
115
Asn
Trp
Leu
Asn
Cys
195
Pro
Thr
Thr
Asn
Tle
275
Lys

Trp

Pro

20
Ala

Pro
Thr
Ala
Ser
100
Thr
Cys
Thr
Cys
Tyr
180
Glu
Thr
Trp
Tyr
His
260
Asp
Ser

Val

Gly

Ala

Met

Ala

Val

85

Cys

Phe

Cys

Cys

Ala

165

Ser

Ser

Leu

Gly

Thr

245

Tyr

Asn

Lys

Thr

Ser
325

Glu
Asp
Lys
70

Gly
Ala
Gly
Leu
Asn
150
Cys
Ser
Ile
Leu
Gly
230
Lys
Ser
Lys
Glu
Ala

310
Asp

Ala
Val
55

Asp
Val
Lys
Asn
Asp
135
Lys
Ser
Val
Asn
Phe
215
Leu
Asn
Ile
Met
Lys
295

Lys

Val

Pro
40

Gly
Pro
Asn
Glu
Cys
120
Tyr
Phe
Asp
Cys
Glu
200
Ser
Leu
Met
Val
Tyr
280
Phe

Tyr

Glu

25

Gly Asp Pro

Glu
Asn
Ile
Val
105
Arg
Gln
Arg
Asp
Gln
185
Pro
Leu
Pro
Arg
Thr
265
Asp
Asn

Gln

Ile

275

Glu
Thr
Cys
90

Lys
Cys
Glu
Cys
Cys
170
Gly
Gln
Asp
Val
Pro
250
Gly
Pro
Pro

Gly

Asn
330

Pro
Tyr
75

Leu
Ser
Asp
Thr
Gly
155
Lys
Glu
Cys
Gly
Ile
235
Val
Leu
Lys
Glu
Leu

315
Gly

Gln
Leu
60

Lys
Gly
Cys
Ala
Cys
140
Glu
Asp
Lys
Pro
Phe
220
Ser
Tyr
Tyr
Met
Trp
300

Lys

Ile

Ala
45

Glu
Ile
Phe
Lys
Ala
125
Ile
Lys
Lys
Ser
Ala
205
Arg
Lys
Pro
Pro
Asn
285
Tyr

Ser

Phe

30
Ala

Lys

Ile

Thr

Gly

110

Cys

Glu

Arg

Gly

190

Gly

Ala

Leu

Thr

Glu

270

Ala

Lys

Gly

Pro

Ala
Ala
Ser
Ala
95

Arg
Val
Pro
Leu
Asp
175
Val
Phe
Glu
Lys
Lys
255
Ser
Ser
Gly

Thr

Asp
335

Ser
Ala
Leu
80

Gly
Cys
Glu
Glu
Thr
160
Cys
Glu
Glu
Tyr
Lys
240
Thr
His
Phe
Glu
Phe

320
Ile
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Tyr
Val
Thr
Val
385
Gly
Asn
Lys
Val
Lys
465
Arg
Lys
Tyr
Tyr
Gln
545
Ala
Leu
His
His
Gly

625
Gln

Lys
Leu
Leu
370
Ser
Met
Leu
Tyr
Tle
450
Tyr
Glu
Arg
Leu
Cys
530
Ala
Asp
Asn
Leu
Pro
610

Cys

Phe

Met
Gln
355
Tyr
Ser
Leu
Tle
Tle
435
Tyr
Tyr
Pro
Leu
Asp
51bh
Gly
Leu
Thr
Leu
Leu
595
Leu

Ser

Asn

Tyr
340
Trp
Leu
Glu
Met
Leu
420
Tyr
Gly
Ser
Asn
His
500
Pro
Ser
Phe
Phe
Thr
580
Lys
Val

Cys

Leu

Asn

Leu

Glu

Val

Asp

405

Ile

Leu

Pro

Phe

Gln

485

Phe

Gln

Gly

Val

Glu

565

Pro

Asn

Gln

Asn

Thr

Gly

Gln

Glu

Ile

390

Gly

Ser

Asn

Ala

Asn

470

His

Ala

Trp

Phe

Gly

550

Asn

Ala

Pro

Cys

Pro

630
Val

Ser
Leu
Pro
375
Lys
Leu
Asp
Lys
Ala
455
Tyr
Phe
Lys
Gln
His
535
Tyr
Tle
Pro
Val
Pro
615

Ser

Ala

Val
Pro
360
Asp
Ala
Lys
His
Tyr
440
Arg
Glu
Lys
Ser
Leu
520
Gly
Gly
Glu
Asn
Tyr
600
Phe

Ile

Glu

Pro
345
Lys
Ser
Leu
Glu
Gly
425
Leu
Leu
Gly
Pro
Asp
505
Ala
Ser
Pro
Val
Asn
585
Thr
Thr
Leu

Glu

276

Phe

Asp

Ser

Gln

Leu

410

Met

Gly

Arg

Ile

Tyr

490

Arg

Leu

Asp

Gly

Tyr

570

Gly

Pro

Arg

Pro

Lys

Glu
Glu
Gly
Arg
395
Asn
Glu
Asp
Pro
Ala
475
Leu
Tle
Asn
Asn
Phe
555
Asn
Thr
Lys
Asn
Tle

635
Ile

Glu
Arg
His
380
Val
Leu
Gln
Val
Ser
460
Arg
Lys
Glu
Pro
Val
540
Lys
Leu
His
His
Pro
620

Glu

Ile

Arg
Pro
365
Ser
Asp
His
Gly
Lys
445
Asp
Asn
His
Pro
Ser
525
Phe
His
Met
Gly
Pro
605
Arg

Asp

Lys

Tle
350
His
Tyr
Gly
Arg
Ser
430
Asn
Val
Leu
Phe
Leu
510
Glu
Ser
Gly
Cys
Ser
590
Lys
Asp

Phe

His

Leu

Phe

Gly

Met

Cys

415

Cys

Ile

Pro

Ser

Leu

495

Thr

Arg

Asn

Ile

Asp

075

Leu

Glu

Asn

Gln

Glu

Ala
Tyr
Pro
Val
400
Leu
Lys
Lys
Asp
Cys
480
Pro
Phe
Lys
Met
Glu
560
Leu
Asn
Val
Leu
Thr

640
Thr
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Leu Pro Tyr

Leu
Met
Thr
705
Ser
Tyr
Tyr
Phe
Ala
785
Phe
Arg
Tle
Glu
Ser
865
Leu
Gly
Lys

Ser

Ser
945

Leu
Pro
690
Glu
Pro
Gly
Ser
Gln
770
Glu
Asp
Arg
Val
Asn
850
Glu
Leu
Leu
Leu
Gly

930
Gly

Ser
675
Leu
Asp
Val
Phe
Glu
755
Val
Glu
Tyr
Val
Leu
835
Leu
Ser
Met
Ser
Lys
915

Gly

Ser

Gly
660
Gln
Trp
Phe
His
Leu
740
Ala
Ile
Arg
Asp
Ile
820
Thr
Asp
Cys
Leu
Phe
900
Thr

Ser

Ala

645
Arg

His
Thr
Ser
Lys
725
Ser
Leu
Trp
Asn
Gly
805
Arg
Ser
Thr
Val
His
885
Tyr
His
Met

Phe

Pro
Gln
Ser
Asn
710
Cys
Pro
Leu
Arg
Gly
790
Arg
Asn
Cys
Leu
His
870
Arg
Gln
Leu

Lys

Ser
950

Arg
Phe
Tyr
695
Cys
Ser
Pro
Thr
Tyr
775
Val
Cys
Gln
Lys
Ala
855
Gly
Ala
Gln
Pro
Trp

935
Arg

Val
Met
680
Thr
Leu
Phe
Gln
Thr
760
Phe
Asn
Asp
Glu
Asp
840
Phe
Lys
Arg
Arg
Thr
920

Val

Gly

Leu
665
Ser
Val
Tyr
Tyr
Leu
745
Asn
His
Val
Ser
Tle
825
Thr
Tle
His
Tle
Lys
905
Phe

Thr

Val

277

650
Gln

Gly
Asp
Gln
Lys
730
Asn
Ile
Asp
Val
Leu
810
Leu
Ser
Leu
Asp
Thr
890
Glu
Ser

Phe

Phe

Lys
Tyr
Arg
Asp
715
Asn
Lys
Val
Thr
Ser
795
Glu
Ile
Gln
Pro
Ser
875
Asp
Pro
Gln

Leu

Arg
955

Glu
Ser
Asn
700
Phe
Asn
Asn
Pro
Leu
780
Gly
Asn
Pro
Thr
His
860
Ser
Val
Val
Glu
Leu

940
Arg

Asn
Gln
685
Asp
Arg
Thr
Ser
Met
765
Leu
Pro
Leu
Thr
Pro
845
Arg
Trp
Glu
Ser
Asp
925

Leu

Glu

Thr
670
Asp
Ser
Ile
Lys
Ser
750
Tyr
Arg
Val
Arg
His
830
Leu
Thr
Val
His
Asp
910
Arg

Leu

Ala

655
Ile

Tle
Phe
Pro
Val
735
Gly
Gln
Lys
Phe
Gln
815
Phe
His
Asp
Glu
Tle
895
Tle
Ser

Phe

His

Cys
Leu
Ser
Leu
720
Ser
Tle
Ser
Tyr
Asp
800
Lys
Phe
Cys
Asn
Glu
880
Thr
Leu
Gly

Val

Lys
960
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Ser

Gly

Asp

Cys

Thr

Asn

Arg

Pro

Lys

Ala

Ala

Asp

Lys

Met

Arg

Lys

Gly

Tyr

Cys

Val

Glu Ile

Leu Val

Glu His
995
Val Ala
1010
Leu Phe
1025
Tyr Gly
1040
Asn Glu
1055
Pro Phe
1070
Glu Asn
1085
Arg Arg
1100
Glu GlIn
1115
Lys Glu
1130
Ala Leu
1145
Gln Lys
1160
Leu Ser
1175
Leu Ala
1190
Asp Leu
1205
Met Cys
1220
Cys Asp
1235
Glu His

Ala

Leu

980

Ala

Asp

Gly

Glu

Cys

Glu

Pro

His

Tyr

Ser

Val

Phe

Gln

Thr

Leu

Glu

Lys

His

965

Ile

Lys

Glu

Asp

Leu

Phe

Arg

Thr

Pro

Asn

Cys

Ser

Gly

Thr

Asp

Glu

Asn

Pro

Thr

Arg

Ala

Leu

Ser

Lys

Ala

Leu

Pro

Thr

Tyr

Glu

Leu

Ser

Glu

Phe

Leu

Cys

Gln

Leu

Met

Tyr Asn

Phe Ser

Val Gln
1000
Ala Ala
1015
Leu Cys
1030
Asp Cys
1045
Gln His
1060
Glu Ala
1075
Phe Met
1090
Phe Tyr
1105
Ile Leu
1120
Thr Pro
1135
Val Arg
1150
Arg Ala
1165
Pro Asn
1180
Thr Lys
1195
Ala Asp
1210
Ala Thr
1225
Leu Lys
1240
Pro Ala

Asp

Gln

985

Glu

Asn

Ala

Cys

Lys

Glu

Gly

Ala

Thr

Lys

Gln

Phe

Ala

Val

Asp

Ile

Lys

Asp

278

Leu Gly

970

Tyr Leu

Val Thr

Cys Asp

Ile Pro

Thr Lys

Asp Asp

Ala Met

His Tyr

Pro Glu

Gln Cys

Leu Asp

Arg Met

Lys Ala

Asp Phe

Asn Lys

Arg Ala

Ser Ser

Ala His

Leu Pro

Glu Gln His

Gln Lys Cys
990

Asp Phe Ala

1005

Lys Ser Leu

1020

Asn Leu Arg

1035

Gln Glu Pro

1050

Asn Pro Ser

1065

Cys Thr Ser

1080

Leu His Glu

1095

Leu Leu Tyr

1110

Cys Ala Glu

1125

Gly Val Lys

1140

Lys Cys Ser

1155

Trp Ala Val

1170

Ala Glu Ile

1185

Glu Cys Cys

1200

Glu Leu Ala

1215

Lys Leu Gln

1230

Cys Leu Ser

1245

Ala Ile Ala

Phe Lys

975

Ser Tyr

Lys Thr

His

Glu

Glu

Leu

Phe

Val

Tyr

Ala

Glu

Ser

Ala

Thr

His

Lys

Thr

Glu

Ala
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1250 1255 1260

Asp Phe Val Glu Asp Gln Glu Val Cys Lys Asn Tyr Ala Glu Ala
1265 1270 1275

Lys Asp Val Phe Leu Gly Thr Phe Leu Tyr Glu Tyr Ser Arg Arg
1280 1285 1290

His Pro Asp Tyr Ser Val Ser Leu Leu Leu Arg Leu Ala Lys Lys
1295 1300 1305

Tyr Glu Ala Thr Leu Glu Lys Cys Cys Ala Glu Ala Asn Pro Pro
1310 1315 1320

Ala Cys Tyr Gly Thr Val Leu Ala Glu Phe Gln Pro Leu Val Glu
1325 1330 1335

Glu Pro Lys Asn Leu Val Lys Thr Asn Cys Asp Leu Tyr Glu Lys
1340 1345 1350

Leu Gly Glu Tyr Gly Phe GIn Asn Ala Ile Leu Val Arg Tyr Thr
1355 1360 1365

Gln Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val Glu Ala Ala
1370 1375 1380

Arg Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu Pro Glu
1385 1390 1395

Asp GIn Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala Ile Leu
1400 1405 1410

Asn Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser Glu His
1415 1420 1425

Val Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg Pro Cys
1430 1435 1440

Phe Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys Glu Phe
1445 1450 1455

Lys Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr Leu Pro
1460 1465 1470

Glu Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala Glu Leu
1475 1480 1485

Val Lys His Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys Thr Val
1490 1495 1500

Met Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys Ala Ala
1505 1510 1515

Asp Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu Val Thr
1520 1525 1530

Arg Cys Lys Asp Ala Leu Ala Arg Ser Trp Ser His Pro Gln Phe
1535 1540 1545

279
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Glu Lys
1550

<210> 30

211> 1147

<212> PRT

213> N3

220>

<223> ENPP121-NPP3-Fc /¥4l

<220>

<221> SIGNAL

222> (95) .. (96)

223> 55 KA HIVIE R

<220>

<221> MISC FEATURE

222> (921) .. (1147)

<400> 30

Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser

1 5 10

Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn

20 25
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro
35 40

Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro
50 55

Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr

65 70 75

Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu

85 90
Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp Ala
100 105
Glu Asn Cys Arg Cys Asp Val Ala Cys Lys Asp
115 120

Trp Asp Phe Glu Asp Thr Cys Val Glu Ser Thr
130 135

Asn Lys Phe Arg Cys Gly Glu Arg Leu Glu Ala

145 150 155

Ser Asp Asp Cys Leu Gln Arg Lys Asp Cys Cys

165 170
Val Cys Gln Gly Glu Thr Ser Trp Leu Glu Glu

280

Arg
Gly
Gln
Leu
60

Lys
Gly
Ser
Arg
Arg
140
Ser

Ala

Asn

Gly
Arg
Ala
45

Glu
Ile
Phe
Phe
Gly
125
Ile
Leu

Asp

Cys

Gly
Asp
30

Ala
Lys
Ile
Thr
Arg
110
Asp
Trp
Cys

Tyr

Asp

Glu
15

Arg
Ala
Ala
Ser
Ala
95

Gly
Cys
Met
Ser
Lys

175
Thr

Gly
Gly
Ser
Ala
Leu
80

Lys
Leu
Cys
Cys
Cys
160

Ser

Ala
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Gln
Phe
Leu
225
Tyr
Tle
Met
Gln
Met
305
Val
Ser
Leu
Pro
Lys
385
Leu
Asp
Asp
Pro
Ser

465
Phe

Gln
Ser
210
Met
Met
Val
Tyr
Asn
290
Tyr
Ala
Val
Pro
Asp
370
Ala
Lys
His
Tyr
Arg
450

Glu

Lys

Ser
195
Met
Pro
Arg
Thr
Asp
275
Asn
Gln
Tle
Pro
Lys
355
Ser
Leu
Gln
Gly
Phe
435
Tle

Glu

Pro

180
Gln

Asp
Asn
Ala
Gly
260
Val
Pro
Gly
Asn
Phe
340
Ala
Ser
Gln
Arg
Met
420
Pro
Arg

Ile

Tyr

Cys
Gly
Ile
Met
245
Leu
Asn
Ala
Leu
Gly
325
Glu
Glu
Gly
Val
Asn
405
Asp
Arg
Ala

Val

Leu
485

Pro
Phe
Asn
230
Tyr
Tyr
Leu
Trp
Lys
310
Ser
Glu
Arg
His
Val
390
Leu
Gln
Ile
His
Arg

470
Thr

Glu
Arg
215
Lys
Pro
Pro
Asn
Trp
295
Ala
Phe
Arg
Pro
Ala
375
Asp
His
Thr
Asn
Asn
455

Asn

Pro

Gly
200
Ala
Leu
Thr
Glu
Lys
280
His
Ala
Pro
Ile
Arg
360
Gly
His
Asn
Tyr
Phe
440
Ile

Leu

Asp

185
Phe

Glu

Lys

Lys

Ser

265

Asn

Gly

Thr

Ser

Ser

345

Phe

Gly

Ala

Cys

Cys

425

Phe

Pro

Ser

Leu

281

Asp
Tyr
Thr
Thr
250
His
Phe
Gln
Tyr
Ile
330
Thr
Tyr
Pro
Phe
Val
410
Asn
Tyr
His
Cys

Pro
490

Leu
Leu
Cys
235
Phe
Gly
Ser
Pro
Phe
315
Tyr
Leu
Thr
Val
Gly
395
Asn
Lys
Met
Asp
Arg

475
Lys

Pro
Tyr
220
Gly
Pro
Tle
Leu
Met
300
Trp
Met
Leu
Met
Ser
380
Met
Tle
Met
Tyr
Phe
460

Lys

Arg

Pro
205
Thr
Tle
Asn
Tle
Ser
285
Trp
Pro
Pro
Lys
Tyr
365
Ala
Leu
Tle
Glu
Glu
445
Phe

Pro

Leu

190
Val

Trp
His
His
Asp
270
Ser
Leu
Gly
Tyr
Trp
350
Phe
Arg
Met
Leu
Tyr
430
Gly
Ser

Asp

His

Tle
Asp
Ser
Tyr
255
Asn
Lys
Thr
Ser
Asn
335
Leu
Glu
Val
Glu
Leu
415
Met
Pro
Phe

Gln

Tyr
495

Leu
Thr
Lys
240
Thr
Asn
Glu
Ala
Glu
320
Gly
Asp
Glu
Tle
Gly
400
Ala
Thr
Ala
Asn
His

480
Ala
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Lys
Leu
Gly
Gly
545
Glu
Asn
Tyr
Phe
Leu
625
Thr
Arg
Arg
Ser
Thr
705
Ser
Phe
Ala
Met
Arg

785
Asp

Asn
Ala
Tyr
530
Pro
Val
Asn
Glu
Ala
610
Gln
Gln
Pro
Glu
Ser
690
Val
Gln
Leu
Leu
Trp
770

Asn

Gly

Val
Val
515
Asn
Ser
Tyr
Gly
Pro
595
Asn
Asn
Glu
Arg
Tyr
675
Tyr
Pro
Lys
Tyr
Ile
755
Asp

Gly

His

Arg
500
Arg
Asn
Phe
Asn
Thr
580
Ser
Pro
Ser
Glu
Val
660
Val
Thr
Asp
Cys
Pro
740
Thr
Tyr

Val

Phe

Ile

Ser

Glu

Lys

Leu

565

His

His

Leu

Thr

Ile

645

Leu

Ser

Val

Cys

Ser

725

Pro

Ser

Phe

Asn

Asp

Asp
Lys
Phe
Glu
550
Met
Gly
Ala
Pro
Gln
630
Thr
Gln
Gly
Pro
Leu
710
Phe
Ala
Asn
His
Val

790
Ala

Lys
Ser
Arg
535
Lys
Cys
Ser
Glu
Thr
615
Leu
Ala
Lys
Phe
Gln
695
Arg
Tyr
Ser
Leu
Ser
775

Val

Pro

Val
Asn
520
Ser
Thr
Asp
Leu
Glu
600
Glu
Glu
Thr
Asn
Gly
680
Leu
Ala
Leu
Asn
Val
760
Val

Ser

Asp

His
505
Thr
Met
Glu
Leu
Asn
585
Val
Ser
Gln
Val
Val
665
Lys
Gly
Asp
Ala
Arg
745
Pro
Leu
Gly

Glu

282

Leu

Asn

Glu

Val

Leu

570

His

Ser

Leu

Val

Lys

650

Asp

Ala

Asp

Val

Asp

730

Thr

Met

Leu

Pro

Ile

Phe
Cys
Ala
Glu
555
Arg
Leu
Lys
Asp
Asn
635
Val
His
Met
Thr
Arg
715
Lys
Ser
Tyr
Ile
Ile

795
Thr

Val
Gly
Ile
540
Pro
Ile
Leu
Phe
Cys
620
Gln
Asn
Cys
Arg
Ser
700
Val
Asn
Asp
Glu
Lys
780

Phe

Lys

Asp
Gly
525
Phe
Phe
Gln
Lys
Ser
605
Phe
Met
Leu
Leu
Met
685
Pro
Pro
Tle
Ser
Glu
765
His
Asp

His

Gln
510
Gly
Leu
Glu
Pro
Val
590
Val
Cys
Leu
Pro
Leu
670
Pro
Leu
Pro
Thr
Gln
750
Phe
Ala

Tyr

Leu

Gln

Asn

Ala

Asn

Ala

075

Pro

Cys

Pro

Asn

Phe

655

Tyr

Met

Pro

Ser

His

735

Tyr

Arg

Thr

Asn

Ala

Trp
His
His
Tle
560
Pro
Phe
Gly
His
Leu
640
Gly
His
Trp
Pro
Glu
720
Gly
Asp
Lys
Glu
Tyr

800

Asn
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Thr

Lys

Leu

Glu

865

Ile

Gln

Leu

Cys

Pro

945

Cys

Trp

Glu

Leu

Ser

Ala

Ser

Val

Asn

Asp

Asp Val

Lys
835
Phe

Asn

Pro
850
Gly Lys

Ala Arg

Asp Lys
Thr
915
Ala

Pro

Pro
930
Lys Pro

Val Val

Tyr Val

Glu Gln
995
His Gln
1010
Asn Lys
1025
Lys Gly
1040
Arg Glu
1055
Lys Gly
1070
Gly Gln
1085
Ser Asp
1100

Pro
820
Ser
Tle
Pro
Val
Val
900
Phe
Pro
Lys
Val
Asp
980
Tyr
Asp
Ala
Gln
Glu
Phe

Pro

Gly

805
Ile

His

Ile

Glu

Arg

885

Gln

Glu

Glu

Asp

Asp

965

Gly

Asn

Trp

Leu

Pro

Met

Tyr

Glu

Ser

Pro

Thr

Pro

Ala

870

Asp

Pro

Thr

Leu

Thr

950

Val

Val

Ser

Leu

Pro

Arg

Thr

Pro

Asn

Phe

Thr His Tyr
825
Glu Asn
840

Arg

Pro

His
855
Leu

Pro

Trp Val

Val Glu Leu

Val Glu
905

Asp

Ser
Thr Ile
920
Leu Gly Gly
935
Leu

Met Ile

Ser His Glu

Glu Val His
985
Tyr Arg
1000
Asn Gly Lys
1015
Ala Pro
1030
Glu Pro
1045
Lys Asn
1060
Ser Asp
1075
Asn Tyr
1090
Phe Leu

1105

Thr

Ile

Gln

Gln

Ile

Lys

Tyr

283

810
Phe

Cys

Thr

Glu

Leu

890

Ile

Lys

Pro

Ser

Asp

970

Asn

Val

Glu

Glu

Val

Val

Ala

Thr

Ser

Val

Pro

Asn

Glu

875

Thr

Leu

Thr

Ser

Arg

955

Pro

Ala

Val

Tyr

Lys

Tyr

Ser

Val

Thr

Lys

Val Thr
830

Leu

Leu
Gly Trp
845
Val Glu
860

Arg

Ser

Phe Thr

Gly Leu Asp

Gln Lys
910

Cys

Leu

Thr
925
Phe

His

Val
940
Thr

Leu

Pro Glu

Glu Val Lys

Thr Lys
990
Val Leu
1005
Lys Cys Lys
1020

Thr Ile Ser
1035

Thr Leu Pro
1050

Leu Thr Cys
1065

Glu Trp Glu
1080

Pro Pro Val
1095

Leu Thr Val
1110

Lys

Ser

815

Ser

Asp

Cys

Ala

Phe

895

Thr

Pro

Phe

Val

Phe

975

Pro

Thr

Val

Lys

Pro

Leu

Ser

Leu

Asp

Cys
Val
Pro
His
880
Tyr
Tyr
Pro
Pro
Thr
960
Asn

Arg

Val
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Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser Val Met
1115 1120 1125

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
1130 1135 1140

Ser Pro Gly Lys
1145

<210> 31

<211> 1542

<212> PRT

213> NTLF4

220>

<223> ENPP121-NPP3- (4 & (¢4

<220>

<221> SIGNAL

222> (95) .. (96)

223> (55 KA HIVIE R

220>

<221> MISC FEATURE

222> (935) .. (1542)

223> FRHEAFS

<400> 31

Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu Gly

1 5 10 15

Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg Gly

20 25 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala Ser
35 40 45

Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala Ala
50 55 60

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

65 70 75 80

Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr Ala Lys

85 90 95
Gln Gly Ser Cys Arg Lys Lys Cys Phe Asp Ala Ser Phe Arg Gly Leu
100 105 110
Glu Asn Cys Arg Cys Asp Val Ala Cys Lys Asp Arg Gly Asp Cys Cys
115 120 125

Trp Asp Phe Glu Asp Thr Cys Val Glu Ser Thr Arg Ile Trp Met Cys

130 135 140

284
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Asn
145
Ser
Val
Gln
Phe
Leu
225
Tyr
Tle
Met
Gln
Met
305
Val
Ser
Leu
Pro
Lys
385
Leu
Asp

Asp

Pro

Lys

Asp

Cys

Gln

Ser

210

Met

Met

Val

Tyr

Asn

290

Tyr

Ala

Val

Pro

Asp

370

Ala

Lys

His

Tyr

Arg

Phe
Asp
Gln
Ser
195
Met
Pro
Arg
Thr
Asp
275
Asn
Gln
Ile
Pro
Lys
355
Ser
Leu
Gln
Gly
Phe

435
Ile

Arg
Cys
Gly
180
Gln
Asp
Asn
Ala
Gly
260
Val
Pro
Gly
Asn
Phe
340
Ala
Ser
Gln
Arg
Met
420

Pro

Arg

Cys
Leu
165
Glu
Cys
Gly
Ile
Met
245
Leu
Asn
Ala
Leu
Gly
325
Glu
Glu
Gly
Val
Asn
405
Asp

Arg

Ala

Gly
150
Gln
Thr
Pro
Phe
Asn
230
Tyr
Tyr
Leu
Trp
Lys
310
Ser
Glu
Arg
His
Val
390
Leu
Gln

Ile

His

Glu

Arg

Ser

Glu

Arg

215

Lys

Pro

Pro

Asn

Trp

295

Ala

Phe

Arg

Pro

Ala

375

Asp

His

Thr

Asn

Asn

Arg
Lys
Trp
Gly
200
Ala
Leu
Thr
Glu
Lys
280
His
Ala
Pro
Ile
Arg
360
Gly
His
Asn
Tyr
Phe

440
Ile

Leu Glu Ala

Asp
Leu
185
Phe
Glu
Lys
Lys
Ser
265
Asn
Gly
Thr
Ser
Ser
345
Phe
Gly
Ala
Cys
Cys
425
Phe

Pro

285

Cys
170
Glu
Asp
Tyr
Thr
Thr
250
His
Phe
Gln
Tyr
Ile
330
Thr
Tyr
Pro
Phe
Val
410
Asn

Tyr

His

155
Cys

Glu
Leu
Leu
Cys
235
Phe
Gly
Ser
Pro
Phe
315
Tyr
Leu
Thr
Val
Gly
395
Asn
Lys

Met

Asp

Ser

Ala

Asn

Pro

Tyr

220

Gly

Pro

Ile

Leu

Met

300

Trp

Met

Leu

Met

Ser

380

Met

Ile

Met

Tyr

Phe

Leu
Asp
Cys
Pro
205
Thr
Tle
Asn
Tle
Ser
285
Trp
Pro
Pro
Lys
Tyr
365
Ala
Leu
Tle
Glu
Glu

445
Phe

Cys
Tyr
Asp
190
Val
Trp
His
His
Asp
270
Ser
Leu
Gly
Tyr
Trp
350
Phe
Arg
Met
Leu
Tyr
430

Gly

Ser

Ser
Lys
175
Thr
Tle
Asp
Ser
Tyr
255
Asn
Lys
Thr
Ser
Asn
335
Leu
Glu
Val
Glu
Leu
415
Met

Pro

Phe

Cys
160
Ser
Ala
Leu
Thr
Lys
240
Thr
Asn
Glu
Ala
Glu
320
Gly
Asp
Glu
Tle
Gly
400
Ala
Thr

Ala

Asn
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Ser
465
Phe
Lys
Leu
Gly
Gly
545
Glu
Asn
Tyr
Phe
Leu
625
Thr
Arg
Arg
Ser
Thr
705
Ser

Phe

Ala

450
Glu

Lys

Asn

Ala

Tyr

530

Pro

Val

Asn

Glu

Ala

610

Gln

Gln

Pro

Glu

Ser

690

Val

Gln

Leu

Leu

Glu
Pro
Val
Val
515
Asn
Ser
Tyr
Gly
Pro
595
Asn
Asn
Glu
Arg
Tyr
675
Tyr
Pro
Lys

Tyr

Ile
755

Ile
Tyr
Arg
500
Arg
Asn
Phe
Asn
Thr
580
Ser
Pro
Ser
Glu
Val
660
Val
Thr
Asp
Cys
Pro

740
Thr

Val
Leu
485
Tle
Ser
Glu
Lys
Leu
565
His
His
Leu
Thr
Tle
645
Leu
Ser
Val
Cys
Ser
725

Pro

Ser

Arg
470
Thr
Asp
Lys
Phe
Glu
550
Met
Gly
Ala
Pro
Gln
630
Thr
Gln
Gly
Pro
Leu
710
Phe

Ala

Asn

455

Asn
Pro
Lys
Ser
Arg
535
Lys
Cys
Ser
Glu
Thr
615
Leu
Ala
Lys
Phe
Gln
695
Arg
Tyr

Ser

Leu

Leu
Asp
Val
Asn
520
Ser
Thr
Asp
Leu
Glu
600
Glu
Glu
Thr
Asn
Gly
680
Leu
Ala
Leu

Asn

Val
760

Ser
Leu
His
505
Thr
Met
Glu
Leu
Asn
585
Val
Ser
Gln
Val
Val
665
Lys
Gly
Asp
Ala
Arg

745

Pro

286

Cys
Pro
490
Leu
Asn
Glu
Val
Leu
570
His
Ser
Leu
Val
Lys
650
Asp
Ala
Asp
Val
Asp
730

Thr

Met

Arg
475
Lys
Phe
Cys
Ala
Glu
555
Arg
Leu
Lys
Asp
Asn
635
Val
His
Met
Thr
Arg
715
Lys

Ser

Tyr

460
Lys

Arg
Val
Gly
Ile
540
Pro
Ile
Leu
Phe
Cys
620
Gln
Asn
Cys
Arg
Ser
700
Val
Asn

Asp

Glu

Pro
Leu
Asp
Gly
525
Phe
Phe
Gln
Lys
Ser
605
Phe
Met
Leu
Leu
Met
685
Pro
Pro
Tle

Ser

Glu
765

Asp
His
Gln
510
Gly
Leu
Glu
Pro
Val
590
Val
Cys
Leu
Pro
Leu
670
Pro
Leu
Pro
Thr
Gln

750
Phe

Gln
Tyr
495
Gln
Asn
Ala
Asn
Ala
575
Pro
Cys
Pro
Asn
Phe
655
Tyr
Met
Pro
Ser
His
735

Tyr

Arg

His
480
Ala
Trp
His
His
Tle
560
Pro
Phe
Gly
His
Leu
640
Gly
His
Trp
Pro
Glu
720
Gly

Asp

Lys
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Met

Arg

785

Asp

Thr

Lys

Leu

Glu

865

Ile

Gln

Leu

Ser

Phe

945

His

Phe

Ser

Lys

Leu

Arg

Pro

Ser

Trp Asp
770
Asn Gly

Gly His

Asp Val
Lys
835
Phe

Asn

Pro
850
Gly Lys

Ala Arg

Asp Lys
Thr
915
Gly

Pro

Gly
930
Val Ser

Lys Ser

Lys Gly
Asp
995
Thr Cys
1010
His Thr
1025
Glu Asn
1040
Glu Arg
1055
Leu Pro

Tyr

Tyr

Val

Phe

Pro

820

Ser

Ile

Pro

Val

Val

900

Phe

Gly

Gly

Glu

Leu

980

Glu

Val

Leu

Tyr

Asn

Pro

Phe

Asn

Asp

805

Ile

His

Ile

Glu

Arg

885

Gln

Glu

Gly

Ser

Ile

965

Val

His

Ala

Phe

Gly

Glu

Phe

His

Val

790

Ala

Pro

Thr

Pro

Ala

870

Asp

Pro

Thr

Ser

Ala

950

Ala

Leu

Ala

Asp

Gly

Glu

Cys

Glu

Ser Val

775
Val

Ser Gly

Pro Asp Glu

Thr His Tyr
825
Glu Asn
840

Arg

Pro

His
855
Leu

Pro

Trp Val

Val Glu Leu

Val Glu
905
Gly

Ser
Thr Ile
920
Met Lys
935

Phe

Trp

Ser Arg

His Arg Tyr

Ile Ala Phe
985
Leu Val
1000
Glu Ser Ala
1015

Asp Lys Leu
1030

Leu Ala Asp
1045

Phe Leu Gln
1060

Arg Pro Glu

Lys

287

Pro

Ile

810

Phe

Cys

Thr

Glu

Leu

890

Ile

Gly

Val

Gly

Asn

970

Ser

Gln

Ala

Cys

Cys

His

Ala

Leu Leu Ile

Tle
795
Thr
Val
Pro
Asn
Glu
875
Thr
Leu
Gly
Thr
Val
955
Asp
Gln
Glu
Asn
Ala
Cys

Lys

Glu

Lys His Ala

780
Phe

Asp Tyr

Lys His Leu

Val Thr
830

Leu

Leu
Gly Trp
845
Val Glu
860

Arg

Ser

Phe Thr

Gly Leu Asp

Gln Lys
910
Gly

Leu

Gly
925
Leu

Ser

Phe
940
Phe

Leu

Arg Arg

Leu Gly Glu
Gln
990
Thr Asp
1005
Cys Asp Lys
1020

Ile Pro Asn
1035

Thr Lys Gln
1050

Asp Asp Asn
1065

Ala Met Cys

Tyr Leu

Val

Thr

Asn

Ala

815

Ser

Asp

Cys

Ala

Phe

895

Thr

Gly

Leu

Glu

Gln

975

Lys

Phe

Ser

Leu

Glu

Pro

Thr

Glu
Tyr
800
Asn
Cys
Val
Pro
His
880
Tyr
Tyr
Gly
Leu
Ala
960
His
Cys

Ala
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Ser

Glu

Tyr

Glu

Lys

Ser

Val

Ile

Cys

Ala

Gln

Ser

Ala

Glu

Arg

Lys

Pro

Val

Glu

1070
Phe Lys
1085
Val Ala
1100
Tyr Ala
1115
Ala Asp
1130
Glu Lys
1145
Ser Met
1160
Ala Arg
1175
Thr Lys
1190
His Gly
1205
Lys Tyr
1220
Thr Cys
1235
Glu Val
1250
Ala Asp
1265
Ala Lys
1280
Arg His
1295
Lys Tyr
1310
Pro Ala
1325
Glu Glu
1340
Lys Leu
1355

Glu

Arg

Glu

Lys

Ala

Gln

Leu

Leu

Met

Cys

Glu

Phe

Asp

Pro

Glu

Cys

Pro

Gly

Asn

Arg

Gln

Glu

Leu

Lys

Ser

Ala

Leu

Cys

Asp

His

Val

Val

Ala

Tyr

Lys

Glu

Pro

His

Tyr

Ser

Val

Phe

Gln

Thr

Leu

Glu

Lys

Asp

Glu

Phe

Tyr

Thr

Gly

Asn

Tyr

1075
Thr Thr
1090
Pro Tyr
1105
Asn Glu
1120
Cys Leu
1135
Ser Ser
1150
Gly Glu
1165
Thr Phe
1180
Asp Leu
1195
Glu Cys
1210
Asn GlIn
1225
Pro Leu
1240
Thr Met
1255
Asp Gln
1270
Leu Gly
1285
Ser Val
1300
Leu Glu
1315
Thr Val
1330
Leu Val
1345
Gly Phe
1360

Phe Met Gly

Phe Tyr Ala

Tle Leu Thr

Thr Pro Lys

Val Arg Gln

Arg Ala Phe

Pro Asn Ala

Thr Lys Val

Ala Asp Asp

Ala Thr Ile

Leu Lys Lys

Pro Ala Asp

Glu Val Cys

Thr Phe Leu

Ser Leu Leu

Lys Cys Cys

Leu Ala Glu

Lys Thr Asn

Gln Asn Ala

288

1080
His Tyr
1095
Pro Glu
1110
Gln Cys
1125
Leu Asp
1140
Arg Met
1155
Lys Ala
1170
Asp Phe
1185
Asn Lys
1200
Arg Ala
1215
Ser Ser
1230
Ala His
1245
Leu Pro
1260
Lys Asn
1275
Tyr Glu
1290
Leu Arg
1305
Ala Glu
1320
Phe GIn
1335
Cys Asp
1350
Ile Leu
1365

Leu

Leu

Cys

Gly

Lys

Ala

Glu

Glu

Lys

Cys

Ala

Tyr

Leu

Ala

Pro

Leu

Val

His

Leu

Ala

Val

Cys

Ala

Glu

Cys

Leu

Leu

Leu

Ile

Ala

Ser

Ala

Asn

Leu

Tyr

Arg
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Tyr Thr Gln Lys Ala Pro Gln Val Ser Thr Pro Thr Leu Val Glu

1370 1375 1380

Ala Ala Arg Asn Leu Gly Arg Val Gly Thr Lys Cys Cys Thr Leu
1385 1390 1395

Pro Glu Asp Gln Arg Leu Pro Cys Val Glu Asp Tyr Leu Ser Ala
1400 1405 1410

Ile Leu Asn Arg Val Cys Leu Leu His Glu Lys Thr Pro Val Ser
1415 1420 1425

Glu His Val Thr Lys Cys Cys Ser Gly Ser Leu Val Glu Arg Arg
1430 1435 1440

Pro Cys Phe Ser Ala Leu Thr Val Asp Glu Thr Tyr Val Pro Lys
1445 1450 1455

Glu Phe Lys Ala Glu Thr Phe Thr Phe His Ser Asp Ile Cys Thr
1460 1465 1470

Leu Pro Glu Lys Glu Lys Gln Ile Lys Lys Gln Thr Ala Leu Ala
1475 1480 1485

Glu Leu Val Lys His Lys Pro Lys Ala Thr Ala Glu Gln Leu Lys
1490 1495 1500

Thr Val Met Asp Asp Phe Ala Gln Phe Leu Asp Thr Cys Cys Lys
1505 1510 1515

Ala Ala Asp Lys Asp Thr Cys Phe Ser Thr Glu Gly Pro Asn Leu
1520 1525 1530

Val Thr Arg Cys Lys Asp Ala Leu Ala
1535 1540

<210> 32

211> 98

<212> PRT

213> NI

<220>

<223> ENPP121GLKE A% 15 5 5

<400> 32

Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu Gly

1 5 10 15

Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg Gly

20 25 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala Ser
35 40 45

Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala Ala

50 55 60

289
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Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr Lys Ile Ile Ser Leu

65

70

75

80

Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr Ala Gly

Leu

<210> 33

Lys

211> 623
<212> PRT
Q213> NI
<220>

223> HEHFS
<400> 33

Gly Gly Gly

1
Lys

Ser
Arg
Ala
65

Leu
Ser
Leu
Cys
Lys
145
Ala
Tyr

Leu

Ala

Trp
Arg
Tyr
50

Phe
Val
Ala
Cys
Cys
130
Asp
Met
Leu

Leu

Glu

Val
Gly
35

Asn
Ser
Gln
Ala
Ala
115
Thr
Asp
Cys
His
Tyr

195
Ala

Gly
Thr
20

Val
Asp
Gln
Glu
Asn
100
Tle
Lys
Asn
Thr
Glu
180

Tyr

Asp

85

Ser
5
Phe
Phe
Leu
Tyr
Val
85
Cys
Pro
Gln
Pro
Ser
165
Val

Ala

Lys

Gly

Leu

Arg

Gly

Leu

70

Thr

Asp

Asn

Glu

Ser

150

Phe

Ala

Glu

Glu

Gly

Leu

Arg

Glu

95

Gln

Asp

Lys

Leu

Pro

135

Leu

Lys

Arg

Gln

Ser

Gly
Leu
Glu
40

Gln
Lys
Phe
Ser
Arg
120
Glu
Pro
Glu
Arg
Tyr

200
Cys

Gly
Leu
25

Ala
His
Cys
Ala
Leu

105
Glu

Pro
Asn
His
185
Asn

Leu

290

90

Ser
10

Phe
His
Phe
Ser
Lys
90

His
Asn
Asn
Phe
Pro
170
Pro

Glu

Thr

Gly

Val

Lys

Lys

Tyr

75

Thr

Thr

Tyr

Glu

Glu

155
Thr

Ile

Pro

Gly

Ser

Ser

Gly

60

Asp

Cys

Leu

Gly

Cys

140

Arg

Thr

Phe

Leu

Lys

Gly
Gly
Glu
45

Leu
Glu
Val
Phe
Glu
125
Phe
Pro
Phe
Tyr
Thr

205
Leu

Gly
Ser
30

Tle
Val
His
Ala
Gly
110
Leu
Leu
Glu
Met
Ala
190

Gln

Asp

95

Ser
15

Ala
Ala
Leu
Ala
Asp
95

Asp
Ala
Gln
Ala
Gly
175
Pro

Cys

Gly

Met

Phe

His

Ile

Lys

80

Glu

Lys

Asp

His

Glu

160

His

Glu

Cys

Val
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Lys
225
Ser
Arg
Leu
Leu
Glu
305
Pro
Met
Glu
Phe
Leu
385
Ala
Gln
Leu
Arg
Ala
465
Glu

Asn

Thr

210
Glu

Met
Leu
Ala
Leu
290
Asn
Leu
Pro
Val
Leu
370
Leu
Glu
Pro
Tyr
Tyr
450
Ala
Asp

Arg

Lys

Lys
Gln
Ser
Thr
275
Glu
Gln
Leu
Ala
Cys
355
Tyr
Arg
Ala
Leu
Glu
435
Thr
Arg
Gln

Val

Cys
515

Ala
Lys
Gln
260
Asp
Cys
Ala
Lys
Asp
340
Lys
Glu
Leu
Asn
Val
420
Lys
Gln
Asn
Arg
Cys

500
Cys

Leu
Phe
245
Thr
Leu
Ala
Thr
Lys
325
Leu
Asn
Tyr
Ala
Pro
405
Glu
Leu
Lys
Leu
Leu
485

Leu

Ser

Val
230
Gly
Phe
Thr
Asp
Ile
310
Ala
Pro
Tyr
Ser
Lys
390
Pro
Glu
Gly
Ala
Gly
470
Pro

Leu

Gly

215

Ser
Glu
Pro
Lys
Asp
295
Ser
His
Ala
Ala
Arg
375
Lys
Ala
Pro
Glu
Pro
455
Arg
Cys
His

Ser

Ser
Arg
Asn
Val
280
Arg
Ser
Cys
Ile
Glu
360
Arg
Tyr
Cys
Lys
Tyr
440
Gln
Val
Val

Glu

Leu
520

Val Arg Gln

Ala
Ala
265
Asn
Ala
Lys
Leu
Ala
345
Ala
His
Glu
Tyr
Asn
425
Gly
Val
Gly
Glu
Lys

505
Val

291

Phe
250
Asp
Lys
Glu
Leu
Ser
330
Ala
Lys
Pro
Ala
Gly
410
Leu
Phe
Ser
Thr
Asp
490

Thr

Glu

235
Lys

Phe
Glu
Leu
Gln
315
Glu
Asp
Asp
Asp
Thr
395
Thr
Val
Gln
Thr
Lys
475
Tyr

Pro

Arg

220
Arg

Ala
Ala
Cys
Ala
300
Thr
Val
Phe
Val
Tyr
380
Leu
Val
Lys
Asn
Pro
460
Cys
Leu

Val

Arg

Met

Trp

Glu

Cys

285

Lys

Cys

Glu

Val

Phe

365

Ser

Glu

Leu

Thr

Ala

445

Thr

Cys

Ser

Ser

Pro
525

Lys
Ala
Tle
270
His
Tyr
Cys
His
Glu
350
Leu
Val
Lys
Ala
Asn
430
Tle
Leu
Thr
Ala
Glu

510
Cys

Cys
Val
255
Thr
Gly
Met
Asp
Asp
335
Asp
Gly
Ser
Cys
Glu
415
Cys
Leu
Val
Leu
Ile
495
His

Phe

Ser
240
Ala
Lys
Asp
Cys
Lys
320
Thr
Gln
Thr
Leu
Cys
400
Phe
Asp
Val
Glu
Pro
480
Leu

Val

Ser
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Ala Leu Thr Val
530

Thr Phe Thr Phe

545

Gln Ile Lys Lys

Lys Ala Thr Ala
580

Phe Leu Asp Thr

595
Thr Glu Gly Pro
610

<210> 34

211> 227

<212> PRT

213> NTLF4

220>

Asp
His
Gln
565
Glu

Cys

Asn

Glu
Ser
550
Thr
Gln

Cys

Leu

<223> AN1gG Fc&E#ik,Fe

<400> 34
Asp Lys Thr His
1
Gly Pro Ser Val
20
Ile Ser Arg Thr
35
Glu Asp Pro Glu
50
His Asn Ala Lys
65
Arg Val Val Ser

Lys Glu Tyr Lys
100

Glu Lys Thr Ile

115
Tyr Thr Leu Pro
130
Leu Thr Cys Leu
145

Thr
5
Phe
Pro
Val
Thr
Val
85
Cys
Ser

Pro

Val

Cys

Leu

Glu

Lys

Lys

70

Leu

Lys

Lys

Ser

Lys
150

Thr

535

Ala

Leu

Lys

Val
615

Pro

Phe

Val

Phe

95

Pro

Thr

Val

Ala

135
Gly

Tyr

Ile

Leu

Lys

Ala

600
Thr

Pro
Pro
Thr
40

Asn
Arg
Val
Ser
Lys
120

Glu

Phe

Val
Cys
Ala
Thr
585

Ala

Arg

Cys
Pro
25

Cys
Trp
Glu
Leu
Asn
105
Gly

Glu

Tyr

292

Pro
Thr
Glu

570
Val

Cys

Pro
10
Lys

Val

Glu
His
90

Lys
Gln

Met

Pro

Lys
Leu
55h
Leu
Met

Lys

Lys

Ala

Pro

Val

Val

Gln

75

Gln

Ala

Pro

Thr

Ser
155

Glu
540
Pro
Val
Asp

Asp

Asp
620

Pro
Lys
Val
Asp
60

Tyr
Asp
Leu
Arg
Lys

140
Asp

Phe

Glu

Lys

Asp

Thr

605
Ala

Glu
Asp
Asp
45

Gly
Asn
Trp
Pro
Glu
125

Asn

Ile

Lys
Lys
His
Phe
590

Cys

Leu

Leu
Thr
30

Val
Val
Ser
Leu
Ala
110
Pro

Gln

Ala

Ala
Glu
Lys
575
Ala

Phe

Ala

Leu
15

Leu
Ser
Glu
Thr
Asn
95

Pro
Gln

Val

Val

Glu
Lys
560
Pro

Gln

Ser

Gly

Met

His

Val

Tyr

80

Gly

Ile

Val

Ser

Glu
160



CN 116406281 A

.1l

%=

128/144 1

Trp Glu
Val Leu
Asp Lys
His Glu

210

Pro Gly
225

<210> 35

Ser
Asp
Ser
195

Ala

Lys

211> 618
<212> PRT

213> NLR5

<220>

223> HEHFS
<400> 35

Asn
Ser
180

Arg

Leu

Gly
165
Asp

Trp

His

Met Lys Trp Val Thr

1
Phe Ser

His Arg

Ile Ala
50

Lys Leu

65

Glu Ser

Lys Leu

Asp Cys

His Lys
130

Glu Ala

145

His Tyr

Arg
Tyr
35

Phe
Val
Ala
Cys
Cys
115
Asp

Met

Leu

Gly
20

Asn
Ser
Gln
Ala
Ala
100
Thr
Asp

Cys

His

5
Val

Asp

Gln

Glu

Asn

85

Ile

Lys

Asn

Thr

Glu
165

Gln

Gly

Gln

Asn

Phe

Phe

Leu

Tyr

Val

70

Cys

Pro

Gln

Pro

Ser

150
Val

Pro

Ser

Gln

His
215

Leu
Arg
Gly
Leu
55

Thr
Asp
Asn
Glu
Ser
135

Phe

Ala

Glu
Phe
Gly

200
Tyr

Leu

Glu
40

Gln
Asp
Lys
Leu
Pro
120

Leu

Lys

Asn
Phe
185

Asn

Thr

Leu
Glu
25

Gln
Lys
Phe
Ser
Arg
105
Glu
Pro

Glu

Arg

293

Asn Tyr
170
Leu Tyr

Val Phe

Gln Lys

Leu Phe
10
Ala His

His Phe

Cys Ser

Ala Lys
75

Leu His

90

Glu Asn

Arg Asn

Pro Phe

Asn Pro

155
His Pro
170

Lys

Ser

Ser

Ser
220

Val

Lys

Lys

Tyr

60

Thr

Thr

Tyr

Glu

Glu

140

Thr

Tyr

Thr
Lys
Cys

205
Leu

Ser
Ser
Gly
45

Asp
Cys
Leu
Gly
Cys
125
Arg

Thr

Phe

Thr
Leu
190

Ser

Ser

Gly
Glu
30

Leu
Glu
Val
Phe
Glu
110
Phe

Pro

Phe

Pro
175
Thr
Val

Leu

Ser
15

Tle
Val
His
Ala
Gly
95

Leu
Leu
Glu

Met

Ala
175

Pro

Val

Met

Ser

Ala

Ala

Leu

Ala

Asp

80

Asp

Ala

Gln

Ala

Gly

160

Pro
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Glu Leu Leu Tyr

Cys
Val
Ser
225
Ala
Lys
Asp
Cys
Lys
305
Thr
Gln
Thr
Leu
Cys
385
Phe
Asp
Val
Glu
Pro

465
Leu

Ala
Lys
210
Ser
Arg
Leu
Leu
Glu
290
Pro
Met
Glu
Phe
Leu
370
Ala
Gln
Leu
Arg
Ala
450

Glu

Asn

Glu
195
Glu
Met
Leu
Ala
Leu
275
Asn
Leu
Pro
Val
Leu
355
Leu
Glu
Pro
Tyr
Tyr
435
Ala

Asp

Arg

180
Ala

Lys
Gln
Ser
Thr
260
Glu
Gln
Leu
Ala
Cys
340
Tyr
Arg
Ala
Leu
Glu
420
Thr
Arg

Gln

Val

Tyr

Asp

Ala

Lys

Gln

245

Asp

Cys

Ala

Lys

Asp

325

Lys

Glu

Leu

Asn

Val

405

Lys

Gln

Asn

Arg

Cys

Ala

Lys

Leu

Phe

230

Thr

Leu

Ala

Thr

Lys

310

Leu

Asn

Ala
Pro
390
Glu
Leu
Lys
Leu
Leu

470
Leu

Glu
Glu
Val
215
Gly
Phe
Thr
Asp
Tle
295
Ala
Pro
Tyr
Ser
Lys
375
Pro
Glu
Gly
Ala
Gly
455

Pro

Leu

Gln
Ser
200
Ser
Glu
Pro
Lys
Asp
280
Ser
His
Ala
Ala
Arg
360
Lys
Ala
Pro
Glu
Pro
440
Arg

Cys

His

Tyr
185
Cys
Ser
Arg
Asn
Val
265
Arg
Ser
Cys
Ile
Glu
345
Arg
Tyr
Cys
Lys
Tyr
425
Gln
Val
Val

Glu

294

Asn

Leu

Val

Ala

Ala

250

Asn

Ala

Lys

Leu

Ala

330

Ala

His

Glu

Tyr

Asn

410

Gly

Val

Gly

Glu

Lys

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

475
Thr

Ile
Pro
Gln
220
Lys
Phe
Glu
Leu
Gln
300
Glu
Asp
Asp
Asp
Thr
380
Thr
Val
Gln
Thr
Lys
460

Tyr

Pro

Leu
Lys
205
Arg
Ala
Ala
Cys
Ala
285
Thr
Val
Phe
Val
Tyr
365
Leu
Val
Lys
Asn
Pro
445
Cys

Leu

Val

Thr
190
Leu
Met
Trp
Glu
Cys
270
Lys
Cys
Glu
Val
Phe
350
Ser
Glu
Leu
Thr
Ala
430
Thr
Cys

Ser

Ser

Gln

Lys

Ala

Ile

255

His

Tyr

Cys

His

Glu

335

Leu

Val

Lys

Ala

Asn

415

Ile

Leu

Thr

Ala

Glu

Cys
Gly
Cys
Val
240
Thr
Gly
Met
Asp
Asp
320
Asp
Gly
Ser
Cys
Glu
400
Cys
Leu
Val
Leu
Ile

480
His
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Val Thr

Ser Ala

Glu Thr
530

Lys Gln

545

Pro Lys

Gln Phe

Ser Thr

Arg Ser
610
<210> 36
211> 16
<212> PR

Lys
Leu
515
Phe
Tle
Ala
Leu
Glu

595
Trp

T

Cys
500
Thr
Thr
Lys
Thr
Asp
580

Gly

Ser

213> NLR5

<220>

485
Cys

Val

Phe

Lys

Ala

565

Thr

Pro

His

<223> ENPP2{5 5 Jik

<400> 36

Ser

Asp

His

Gln

550

Glu

Cys

Asn

Pro

Gly

Glu

Ser

535

Thr

Gln

Cys

Leu

Gln
615

Ser

Thr

520

Ala

Leu

Lys

Val

600
Phe

Leu
505
Tyr
Tle
Leu
Lys
Ala

585
Thr

Glu

490
Val

Val

Cys

Ala

Thr

570

Ala

Arg

Lys

Glu
Pro
Thr
Glu
555
Val

Asp

Cys

Lys
Leu
540
Leu
Met

Lys

Lys

Arg
Glu
525
Pro
Val
Asp

Asp

Asp
605

Pro
510
Phe

Glu

Lys

Asp

Thr

590
Ala

495
Cys

Lys
Lys
His
Phe
575

Cys

Leu

Phe

Ala

Glu

Lys

560

Ala

Phe

Ala

Leu Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr Ala

1

<210> 37
211> 20
<212> PR

T

213> NLR5

<220>

5

<223> 155 ¥ HENPPT

<400> 37

10

15

Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu Leu

1

Ala Pro Gly Ala

<210> 38
211> 22

20

5

295

10

15
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<212> PRT
213> NLFH)
<220>
223> {&5 FHENPPT
<400> 38
Met Arg Gly Pro Ala Val Leu Leu Thr Val Ala Leu Ala Thr Leu Leu
1 5 10 15
Ala Pro Gly Ala Gly Ala

20
<210> 39
211> 95
<212> PRT
213> NI
<220>
223> &5 F5IENPP1-2-1
<400> 39
Met Glu Arg Asp Gly Cys Ala Gly Gly Gly Ser Arg Gly Gly Glu Gly
1 5 10 15
Gly Arg Ala Pro Arg Glu Gly Pro Ala Gly Asn Gly Arg Asp Arg Gly

20 25 30
Arg Ser His Ala Ala Glu Ala Pro Gly Asp Pro Gln Ala Ala Ala Ser

35 40 45
Leu Leu Ala Pro Met Asp Val Gly Glu Glu Pro Leu Glu Lys Ala Ala
50 55 60
Arg Ala Arg Thr Ala Lys Asp Pro Asn Thr Tyr Lys Ile Ile Ser Leu
65 70 75 80
Phe Thr Phe Ala Val Gly Val Asn Ile Cys Leu Gly Phe Thr Ala
85 90 95

<210> 40
211> 17
<212> PRT
213> NI
220>
223> exENPP3
<400> 40
Leu Leu Val Ile Met Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg
1 5 10 15
Lys
<210> 41
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211> 22
<212> PRT
213> N3
220>
223> {&5 FFENPPS
<400> 41
Met Thr Ser Lys Phe Leu Leu Val Ser Phe Ile Leu Ala Ala Leu Ser
1 5 10 15
Leu Ser Thr Thr Phe Ser
20
<210> 42
211> 19
<212> PRT
213> NI
220>
223> [EFFH-RERE
<400> 42
Met Thr Arg Leu Thr Val Leu Ala Leu Leu Ala Gly Leu Leu Ala Ser
1 5 10 15
Ser Arg Ala
<210> 43
211> 15
<212> PRT
213> N3
220>
223> #ek
220>
<221> MISC FEATURE
223> BIFRNIFFAERS5) , R ER 1 215 AT — A BUATA v DA AE B A AE
<400> 43
Arg Arg Arg Arg Arg Arg Arg Arg Arg Arg Arg Arg Arg Arg Arg
1 5 10 15
<210> 44
211> 16
<212> PRT
213> N3
220>
223> #k
<400> 44
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Asp Ser Ser Ser Glu Glu Lys Phe Leu Arg Arg Ile Gly Arg Phe Gly
1 5 10 15
<210> 45

211> 12

<212> PRT

213> NI

220>

223> #k

<400> 45

Glu Glu Glu Glu Glu Glu Glu Pro Arg Gly Asp Thr
1 5 10

<210> 46

211> 12

<212> PRT

Q213> NI

<220>

223> #k

<400> 46

Ala Pro Trp His Leu Ser Ser Gln Tyr Ser Arg Thr
1 5 10

<210> 47

211> 12

<212> PRT

Q213> NI

220>

223> #k

<400> 47

Ser Thr Leu Pro Ile Pro His Glu Phe Ser Arg Glu
1 5 10

<210> 48

211> 12

<212> PRT

213> NI

220>

223> #k

<400> 48

Val Thr Lys His Leu Asn Gln Ile Ser Gln Ser Tyr
1 5 10

<210> 49
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211> 15

<212> PRT

213> NLFH)

<220>

223> &k

<220>

<221> MISC_FEATURE

223> FIFRHRFAESS 5 » B IEFR2 2 15 AT AT — AN BT o] LLAFAE B AN AE
<400> 49

Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu Glu
1 5 10 15
<210> 50

211> 6

<212> PRT

213> N7

<220>

223> &k

<400> 50

Gly Gly Ser Gly Gly Ser

1 5

<210> 51

Q11> 7

<212> PRT

Q213> NTF5)

<220>

223> &k

<400> 51

Arg Ser Gly Ser Gly Gly Ser

1 5

<210> 52

211> 15

<212> PRT

Q213> NTF5)

<220>

223> &k

<220>

<221> MISC_FEATURE

223> FNFRHIRFAESS 5 » B IEFR2 2 15 AT AT — AN BT o] LLAFAE B AN AE
<400> 52
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Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp
1 5 10 15
<210> 53

<211> 16

<212> PRT

213> N3

220>

223> #k

<400> 53

Leu Val Ile Met Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg Lys
1 5 10 15
<210> 54

211> 15

<212> PRT

213> N3

<220>

223> #k

<400> 54

Val Ile Met Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg Lys
1 5 10 15
<210> 55

211> 14

<212> PRT

213> N3

220>

223> #k

<400> 55

Ile Met Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg Lys

1 5 10

<210> 56

211> 13

<212> PRT

213> N3

220>

223> #k

<400> 56

Met Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg Lys

1 5 10

<210> 57
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211> 12

<212> PRT

213> NLFH)

220>

223> B3k

<400> 57

Ser Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg Lys
1 5 10
<210> 58

211> 11

<212> PRT

Q213> NI

220>

223> B3k

<400> 58

Leu Gly Leu Gly Leu Gly Leu Gly Leu Arg Lys
1 5 10
<210> 59

211> 10

<212> PRT

Q213> NI

220>

223> B3k

<400> 59

Gly Leu Gly Leu Gly Leu Gly Leu Arg Lys
1 5 10
<210> 60

211> 9

<212> PRT

Q213> NI

220>

223> B3k

<400> 60

Leu Gly Leu Gly Leu Gly Leu Arg Lys

1 5

<210> 61

211> 8

<212> PRT

213> NI
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<220>

223> &k

<400> 61

Gly Leu Gly Leu Gly Leu Arg Lys
1 5
<210> 62

Q11> 7

<212> PRT

Q213> N7
<220>

223> &k

<400> 62

Leu Gly Leu Gly Leu Arg Lys
1 5
<210> 63

211> 6

<212> PRT

213> N7
<220>

223> &k

<400> 63

Gly Leu Gly Leu Arg Lys
1 5
<210> 64

Q211> 5

<212> PRT

Q213> NTF5)
<220>

223> &k

<400> 64

Leu Gly Leu Arg Lys
1 5
<210> 65

211> 4

<212> PRT

213> NTF5)
<220>

223> &k

<400> 65
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Gly Leu Arg Lys

1

<210> 66

211> 15

<212> PRT

213> N3

220>

223> #k

220>

<221> MISC FEATURE

223> FIRMFFIERS5) , AR 1 2 15 AT A — N BUATA 7] LAFTE B AEAE
<400> 66

Lys Lys Lys Lys Lys Lys Lys Lys Lys Lys Lys Lys Lys Lys Lys
1 5 10 15
<210> 67

211> 15

<212> PRT

213> N3

220>

223> #ek

220>

<221> MISC FEATURE

223> FIRMFFIERS5) , T HEFR2 2 15 AT A — N BUATA 7] LAFIE B AEAE
<400> 67

Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp Asp
1 5 10 15
<210> 68

<211> 50

<212> PRT

213> N3

220>

223> #ek

220>

<221> MISC FEATURE

223> A6 F50 0] LIAFAE BAAFAE T AL B 64T IR 95 (GGGGS) AL

<400> 68
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10 15

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
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20

25

30

Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly

35
Gly Ser
50
210>
211>
212>
213>
220>
223>
<400> 69
atggaatcta

69
2625
DNA

tataaaatag
ctggggettg
gcatcattta
tgctgetggg
tttcgttgtg
cagaggaaag
gaagaaaact
gttatcttgt
atgccaaata
tatcctacca
catggcatca
tcaaaggaac
tatcaaggtt
tecttteett
acactgttaa
tttgaagaac
gccttacagg
ttgcacaact
aacaagatgg
gggccetgecece
gaggaaattg
actcctgatt
ctetttgtgg
ggcaaccatg
cccagtttta
atgtgtgatc

NILF5

ENPP31% 1 1% ¥ 3

cgttgacttt
cttgcattgt
gactcaggaa
gaggactgga
attttgaaga
gagagaccag
attgctgtge
gtgacacagc
tttctatgga
tcaataaact
aaaccttccce
ttgacaataa
aaaataatcc
taaaagccgce
ccatatacat
aatggctgga
ctgattccte
tagtagatca
gtgtcaatat
aatacatgac
cccgcecatcecg
ttagaaacct
tgccaaagcg
atcaacagtg
gttataacaa
aagagaagac

ttctacgcat

40

agcaacggaa
tcttcttget
actggaaaag
gaactgccgg
cacctgtgtg
attagaggcc
tgactataag
ccagcagtct
tggatttaga
gaaaacatgt
aaatcattac
tatgtatgat
agcetggtgg
tacctacttt
gccttacaac
cctgcccaaa
tggacatgca
tgettttggg
catccttctg
tgattatttt
agctcataat
cagttgccga
actgcactat
gctggetgtt
tgagtttagg
tgaagttgaa

tcaaccagca

caacctgtta
ttgetggtga
caaggcagct
tgtgatgtgg
gaatcaactc
agcctttget
agtgtttgcece
cagtgcccag
gctgaatatt
ggaattcatt
accattgtca
gtaaatctca
catgggcaac
tggcecggat
ggaagtgtcce
gctgaaagac
ggtggaccag
atgttgatgg
gctgaccatg
cccagaataa
atacctcatg
aaacctgatc
gccaagaacg
aggagtaaat
agcatggagg
ccatttgaaa

ccaaacaatg

304

45

agaagaacac
tcatgtcact
gcaggaagaa
catgtaaaga
gaatatggat
cttgttcaga
aaggagaaac
aagggtttga
tatacacatg
caaaatacat
cgggettgta
acaagaattt
caatgtggct
cagaagtggc
catttgaaga
ccaggtttta
tcagtgccag
aaggcctgaa
gaatggacca
acttcttcta
acttttttag
agcatttcaa
tcagaatcga
caaatacaaa
ctatctttet
atattgaagt

gaacccatgg

tcttaagaaa
tggattaggc
gtgctttgat
ccgaggtgat
gtgcaataaa
tgactgtttg
ctcatggctg
cctgccacca
ggatacttta
gagagctatg
tccagagtca
ttcactttcet
gacagcaatg
tataaatggc
gaggatttct
taccatgtat
agtaattaaa
gcagcggaat
gacttattgt
catgtacgaa
ttttaattct
gcectatttg
caaagttcat
ttgtggagga
ggcacatgga
ctataaccta

tagtttaaac

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
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catcttctga
gtttgtgget
caaaatagta
acagcaacag
gaccactgtc
cccatgtgga
gtcccagact
ttctatttag
acatcagata
ttcagaaaaa
aatggagtaa
gctccagatg
tttgtggtge
ctggatgtcc
ggtaaaccag
gatgtagaac
attttgcaac
<210> 70
211> 2775
<212> DNA
213>
220>
223>
<400> 70
atggaacggg
agagaaggac
ggcgatccte
gaaaaggcceg
gtgctgtcceg
tgcgccaaag
agatgcgacg
atcgagcccg
agatccctgt
agcagcgtgt
ccccagtgece
cgggecgagt
tgcggcacct
tactccatcg

gaccccaaga

aggtgecttt
ttgctaatcce
ctcagctgga
tgaaagtaaa
tcctttacca
gttcatacac
gtctgeggge
cagacaagaa
gccaatatga
tgtgggacta
atgtggttag
aaattaccaa
tgaccagttg
taccctttat
aagctctttg
ttctcactgg

taaagacata

NILF5

ENPP1A% 1 1R 7 3

acggctgtge
ctgccggceaa
aggctgectge
ccagagccag
tgtgecgtget
aagtgaagtc
ccgeetgtgt
agcacatctg
gtgcctgceag
gccagggcega
ctgceggett
acctgcacac
acaccaagaa
tgaccggect

tgaacgccag

ttatgagcca
attgcccaca
acaagtgaat
tttgeccattt
cagggaatat
agtcccccag
tgatgtcagg
tatcacccac
tgctttaatt
cttccacagt
tggaccaata
acatttagcc
taaaaacaag
catccctcac
ggttgaagaa
gcttgactte

tttaccaaca

cggcggagga
cggcagagac
ttctctgetg
aaccgccaag
gaccaccatc
ctgcaagggce
ggaactgggce
gacctgcaac
cgacgactgce
gaagtcctgg
cgagacacct
atggggaggce
catgcggccce
gtaccccgag

cttcagcctg

tcccatgcag
gagtctcttg
cagatgctaa
gggaggccta
gtcagtggat
ttgggagaca
gttccteett
ggcttectet
actagcaatt
gttcttctta
tttgattata
aacactgatg
agccacacac
cgacctacca
agatttacag
tatcaggata

tttgaaacca

tcaagaggcg
agaggcagat
gccecccatgg
gaccccaaca
ctgggectgea
cggtgcetteg
aactgctgcce
aagttcagat
aaggacaagg
gtggaagaac
cctaccctge
ctgctgeecg
gtgtacccca
agccacggcea

aagtccaaag

305

aggaggtgte
actgtttctg
atctcaccca
gggtactgca
ttggaaaagc
catcgcctcet
ctgagagcca
atcctcctge
tggtacctat
taaaacatgc
attatgatgg
ttcccatecee
cggaaaactg
acgtggagag
ctcacattgce
aagtgcagcc
ctatt 2625

gagaaggegy
ctcatgcecge
atgtgggcga
cctacaaggt
tcttcggecet
agcggacctt
tggactacca
gcggegagaa
gcgactgetg
cctgcgagag
tgttcagcct
tgatcagcaa
ccaagacctt
tcatcgacaa

agaagttcaa

aaagttttct
ccctecaccta
agaagaaata
gaagaacgtg
tatgaggatg
gccteccact
aaaatgttcc
cagcaataga
gtatgaagaa
cacagaaaga
ccattttgat
aacacactac
ccetgggtgg
ctgtcctgaa
ccgggteegt
tgtctctgaa

cagagcccct
cgaagccccet
ggaacctctg
gctgagecetg
gaagcccage
cggcaactgce
ggaaacctgce
gcggetgacce
catcaactac
catcaacgag
ggacggecttt
gctgaagaag
ccccaaccac
caagatgtac

cccecgagtgg

1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580

60

120
180
240
300
360
420
480
540
600
660
720
780
840
900
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tataagggcg
ttttggececg
aacggcagcg
aaggatgagc
agctacggcce
ggaatgctga
atcagcgacc
ctgggcgacg
gacgtgcccg
agagagccca
ttcgccaaga
gcectgaatce
ttcagcaaca
gccgacacct
cctgecccca
acccctaagce
agagacaacc
cagttcaacc
agaccccggg
agcggctact
gacagcttct
agcccecegtge
agccctececce
aacatcgtgce
ctgcggaagt
ttcgactacg
cggaaccagg
accagccaga
cggaccgaca
ctgctgatge
taccagcagc
ttcagccagg
210> 71

211> 3255
<212> DNA
213>
220>
223>

<400> 71

agcccatctg
gcagcgacgt
tgceettega
ggccccactt
ctgtgtccag
tggacggcct
acggcatgga
tgaagaacat
acaagtacta
accagcactt
gcgacagaat
ccagcgagag
tgcaggccect
tcgagaacat
acaatggcac
accccaaaga
tgggetgtag
tgaccgtgge
tgctgcagaa
cccaggacat
ccaccgagga
acaagtgcag
agctgaacaa
ccatgtacca
acgccgaaga
acggcagatg
aaattctgat
cccecectgea
acagcgagag
tgcaccgggce
ggaaagaacc
aagat 2775

NILF5

ggtcaccgcece
ggaaatcaac
ggaacggatc
ctacaccctg
cgaagtgatc
gaaagagctg
acagggatcc
caaagtgatc
cagcttcaac
caagccctac
cgagccceccetg
aaagtactgc
gttegtggge
cgaggtgtac
ccacggcagc
ggtgcaccce
ctgcaacccce
cgaggaaaag
agagaacacc
cctgatgccce
tttcagcaac
cttctacaag
gaacagctcc
gagcttccaa
acggaacggc
tgacagcctg
ccctacccac
ctgcgagaac
ctgtgtgcac
cagaatcacc

cgtgtccgat

& -ENPP1-FCAZ H G 7

aagtaccagg
ggcatcttcce
ctggectgtge
tacctggaag
aaggccctge
aacctgcaca
tgcaagaagt
tacggcccag
tacgagggaa
ctgaagcact
accttctacc
ggcagcecggcet
tacggacccg
aatctgatgt
ctgaaccatc
ctggtgcagt
agcatcctge
atcatcaagc
atctgcctge
ctgtggacca
tgcectgtacce
aacaacacca
ggcatctaca
gtgatctgge
gtgaacgtgg
gaaaatctgce
ttctttatcg
ctggataccc
ggcaagcacg
gatgtggaac

atcctgaagc

306

gcctgaaaag
ccgacatcta
tgcagtgget
aacctgacag
agcgggtgga
gatgcctgaa
acatctacct
ccgeccagact
tcgeecggaa
tcctgeccaa
tggaccccca
tccacggcetce
gctttaagca
gcgacctget
tgctgaagaa
gcecctteac
ccatcgagga
acgagacact
tgagccagca
gctacaccgt
aggatttccg
aggtgtccta
gcgaggecect
ggtacttcca
tgtceggecce
ggcagaaaag
tgctgacaag
tggcettecat
acagctcttg
acatcaccgg

tgaaaaccca

cggcacattc
taagatgtac
gcagctgcecce
cagcggccac
cggcatggtg
cctgatcctg
gaacaagtac
gaggcctagce
cctgagectge
gcggetgeac
gtggcagcetg
cgacaacgtg
cggcatcgag
gaatctgacc
ccecegtgtac
cagaaacccc
cttccagacc
gccectacgge
ccagttcatg
ggaccggaac
gatccccecetg
cggcttecetg
gctgactacce
cgacaccctg
agtgttcgac
aagagtgatc
ctgcaaggat
cctgectcac
ggtggaagaa
cctgagettt

tctgecccacce

960

1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
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ggtaccgcca
tctagagctg
cggaccttcg
gactaccaag
ggcgagaage
gactgctgca
tgcgagtcca
ttctececetgg
atctccaagc
aagacattcc
atcgacaaca
aagttcaacc
ctgaagtctg
gacatctata
cagtggctgce
cctgactccet
cgagtggacg
tgcctgaacce
atctacctga
gccagactga
gcececggaace
ctgcctaage
gaccctcagt
cacggctccg
tttaaacacg
gacctgctga
ctgaagaatc
cctttcacca
atcgaggact
gagacactgc
tcccagcecacce
tacaccgtgg
gatttcagaa
gtgtcctacg
gaggccctge
tacttccacg
tctggeceecg
cagaaaagac

ctgaccagct

ccatgacaag
ctcctteetg
gcaactgtag
agacatgcat
ggctgaccag
tcaactactc
tcaacgagcc
atggcttcag
tgaagaagtg
ccaaccacta
agatgtacga
ccgagtggta
gcaccttett
agatgtacaa
agctgcctaa
ccggcecacte
gaatggtcgg
tgatcctgat
acaagtacct
ggccttectga
tgtcctgeag
ggctgcactt
ggcagectggce
acaacgtgtt
gcatcgaggce
atctgacccce
ccgtgtacac
gaaatcctcg
ttcagaccca
cctacggcag
agttcatgtce
accggaacga
tccectetgag
gctteetgte
tgaccaccaa
acaccctget
tgttcgactt
gagtgatccg

gcaaggatac

actgacagtg
cgccaaagaa
atgtgacgcce
cgagcccgag
atctctgtge
ctctgtgtge
tcagtgtcct
agccgagtac
cggcacctac
ctccatcgtg
ccccaagatg
taagggcgag
ttggectgge
cggeteegtg
ggatgagagg
ttatggccecct
aatgctgatg
ctccgaccac
gggegacgtg
tgtgcctgac
agagcctaac
cgccaagtct
cctgaatcct
ctctaatatg
cgacaccttce
tgctcctaac
ccctaagcac
ggacaacctg
gttcaacctg
acctagagtg
cggctactce
tagcttctcee
cceegtgeac
tcctccacag
catcgtgccce
gaggaagtac
cgactacgac
gaatcaagag

ctctcagacc

ctggctctge
gtgaagtcct
gettgegtgg
cacatctgga
gcetgetetg
cagggcgaga
gceggetteg
ctgcatactt
accaagaaca
accggcecctgt
aacgcctcct
cctatctggg
tccgacgtgg
cctttcgagg
cctcacttet
gtgtcctetg
gacggcctga
ggcatggaac
aagaacatca
aagtactact
cagcacttca
gacagaatcg
agcgagagaa
caggccctgt
gagaacatcg
aacggcaccce
cccaaagagg
ggctgetett
accgtggcecg
ctgcagaaag
caggacatcc
accgaggact
aagtgcagct
ctgaacaaga
atgtaccagt
gccgaagaaa
ggcagatgeg
atcctgattc

cctctgecact

307

tggceggact
gcaagggcag
aactgggcaa
cctgcaacaa
acgactgcaa
agtcctgggt
agacacctcc
ggggaggect
tgaggcctgt
atcctgagag
tcagcctgaa
tcaccgctaa
aaatcaacgg
aacgcattct
acaccctgta
aagtgatcaa
aagagctgaa
aggggagctg
aagtgatcta
ccttcaacta
agccctacct
agcccctgac
agtactgtgg
tcgtcggeta
aggtgtacaa
acggatctct
ttcaccctet
gcaaccctte
aggaaaagat
agaacaccat
tgatgcctcet
tcagcaactg
tctacaagaa
actccagcgg
ccttccaagt
gaaacggcecgt
actctctgga
ctacacactt

gcgagaatct

gttggectet
atgcttcgag
ctgctgecetg
gttcagatgc
ggacaaggsc
tgaagaaccc
tactctgctg
gctgecagtg
gtaccctacc
ccacggcatc
gtccaaagag
gtaccaggga
catcttcccece
ggctgttectg
cctggaagaa
ggccctgeag
cctgcacaga
caagaagtac
cggcccagec
cgagggaatc
gaagcacttt
cttctatctg
ctccggette
cggececetgge
tctgatgtgt
gaaccatctg
ggtccagtgt
tatcctgect
catcaagcac
ctgcetgetg
gtggacctcce
cctgtaccag
caacaccaag
catctactct
gatctggcegg
gaacgtggtg
aaacctgcgg
ctttatcgtg

ggacaccctg

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
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gcettecatte
tcctettggg
atcaccggcce
aaaacccatc
cctccatgte
ccaaaggaca
tctcacgaag
gccaagacca
actgtgctge
gctetgececeg
caggtttaca
tgcetggtcea
cctgagaaca
tactctaagc
gtgatgcacg
aaatgatagc
210> 72

211> 3219
<212> DNA
213>
220>
223>
<400> 72

atgaccagac
aagcagggca
agatgcgacg
gtggagagca
gccagectgt
aagagcgtgt
agccagtgcce
agagccgagt
tgcggecatcce
tacaccatcg
gacgtgaacc
tggcacggcce
ttctggeecg
aacggcagcg
aaggccgaga

geeggegegcece

tgcctcacag
tcgaagaact
tgagcttcta
tgccaacctt
ctgctccaga
cactgatgat
atcccgaagt
agcctagaga
accaggattg
ctcctatcga
ccetgectee
agggcttcta
actacaagac
tgacagtgga
aggccctcca
tcgag 3255

NILF5)

tgaccgtget
gctgcagaaa
tggcctgcaa
ccagaatctg
gcagctgcag
gccagggega
ccgagggcett
acctgtacac
acagcaagta
tgaccggcect
tgaacaagaa
agcccatgaa
gcagcgaggt
tgceettega
gacccagatt

ccgtgagcge

aaccgacaac
gctgatgetg
ccagcagegg
cagccaagag
actgctcgga
ctctcggacce
caagttcaat
ggaacagtac
gctgaacgge
aaagaccatc
atctcgggaa
cccttecgat
aacccctect
caagtcccegg

caatcactac

H 2 -ENPP3-FCHEZ T IR T 7

ggececetgetg
gaagtgcttce
ggacagaggc
gatgtgcaac
cgacgactgce
gaccagctgg
cgacctgccce
ctgggacacc
catgagagcc
gtaccccgag
cttcagcctg
cctgaccgece
ggccatcaac
ggagagaatc
ctacaccatg

cagagtgatc

tccgagtcect
caccgggceca
aaagaacctg
gacctgatca
ggcccectetg
cctgaagtga
tggtacgtgg
aactccacct
aaagagtaca
tccaaggcta
gagatgacca
atcgccecgtgg
gtgctggaca
tggcagcaag

acccagaagt

gceggectge
gacgccagct
gactgctgcet
aagttcagat
ctgcagagaa
ctggaggaga
cccgtgatcce
ctgatgccca
atgtacccca
agccacggcea
agcagcaagg
atgtaccagg
ggcagcttcce
agcaccctge
tacttcgagg

aaggccctge

308

gtgtgcacgg
gaatcaccga
tgtccgatat
acgacaagac
tgttcctgtt
cctgegtggt
acggcgtgga
acagagtggt
agtgcaaagt
agggccagcce
agaaccaggt
aatgggagtc
gcgacggcete
gcaatgtgtt
ccctgtetet

tggccagcag
tcagaggcct
gggacttcga
gcggegagac
aggactgctg
actgcgacac
tgttcagcat
acatcaacaa
ccaagacctt
tcatcgacaa
agcagaacaa
gcctgaagge
ccagcatcta
tgaagtggcet
agcccgacag

aggtggtgga

caagcacgac
tgtggaacac
cctgaagctg
ccacacctgt
tccacctaag
ggtggatgtg
agtgcacaac
gtccgtgetg
gtccaacaag
tcgggaacct
gtccectgacce
caatggccag
attcttcctg
ttcctgetet
gtccecetgge

cagagccgcec
ggagaactgce
ggacacctgce
cagactggag
cgccgactac
cgcccageag
ggacggcttce
gctgaagacc
ccccaaccac
caacatgtac
cceegeetgg
cgccacctac
catgccctac
ggacctgcecce
cagcggccac

ccacgcctte

2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240

60

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
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ggcatgctga
ctggccecgacce
ttccccagaa
aacatccccce
agaaagccceg
tacgccaaga
gtgagaagca
agaagcatgg
gagccctteg
gcccccaaca
cccagccacg
accgagagcc
aaccagatgc
ttcggcagac
tacgtgagcg
cagctgggeg
agagtgcccce
cacggcttcce
atcaccagca
agcgtgectge
atcttcgact
gccaacaccg
aagagccaca
cacagaccca
gagagattca
ttctaccagg
accttcgaga
ctgggeggece
agaaccccceg
ttcaactggt
cagtacaaca
aacggcaagg
accatcagca
agagaggaga
agcgacatcg
ccceceegtge
agcagatggce

cactacaccc

tggagggcect
acggcatgga
tcaacttctt
acgacttctt
accagcactt
acgtgagaat
agagcaacac
aggccatctt
agaacatcga
acggcaccca
ccgaggaggt
tggactgcectt
tgaacctgac
ccagagtgct
gcttcggcaa
acaccagccce
ccagcgagag
tgtaccccecece
acctggtgcce
tgatcaagca
acaactacga
acgtgcccat
cccececgagaa
ccaacgtgga
ccgeccacat
acaaggtgca
ccaccatcga
ccagecgtgtt
aggtgacctg
acgtggacgg
gcacctacag
agtacaagtg
aggccaaggg
tgaccaagaa
ccgtggagtg
tggacagcga
agcagggcaa

agaagagcct

gaagcagaga
ccagacctac
ctacatgtac
cagcttcaac
caagccctac
cgacaaggtg
caactgcggce
cctggeccac
ggtgtacaac
cggcagcecctg
gagcaagttc
ctgccceccac
ccaggaggag
gcagaagaac
ggccatgaga
cctgececccece
ccagaagtgc
cgccagcaac
catgtacgag
cgccaccgag
cggccactte
ccccaccceac
ctgceecgge
gagctgcceccce
cgccagagtg
gcecgtgage
caagacccac
cctgttececee
cgtggtggtyg
cgtggaggtg
agtggtgagce
caaggtgagc
ccagcccaga
ccaggtgagce
ggagagcaac
cggcagctte
cgtgttcage
gagcctgagce

aacctgcaca
tgcaacaaga
gagggccececeg
agcgaggaga
ctgacccceceg
cacctgttcg
ggcggeaacce
ggccccaget
ctgatgtgcg
aaccacctgce
agcgtgtgeg
ctgcagaaca
atcaccgcca
gtggaccact
atgcccatgt
accgtgccecg
agcttctacc
agaaccagcg
gagttcagaa
agaaacggcg
gacgccceeceg
tacttcgtgg
tggetggacg
gagggcaagce
agagacgtgg
gagatcctgce
acctgccccce
cccaagccca
gacgtgagcce
cacaacgcca
gtgctgaccg
aacaaggccce
gagccccagg
ctgacctgcce
ggccagecceg
ttcctgtaca
tgcagcgtga

actgcgtgaa
tggagtacat
cccccagaat
tcgtgagaaa
acctgcccaa
tggaccagca
acggctacaa
tcaaggagaa
acctgctgag
tgaaggtgcce
gcttcgecaa
gcacccagcet
ccgtgaaggt
gcetgetgta
ggagcagcta
actgcctgag
tggccgacaa
acagccagta
agatgtggga
tgaacgtggt
acgagatcac
tgctgaccag
tgctgeecett
ccgaggcecct
agctgctgac
agctgaagac
cctgeeccege
aggacaccct
acgaggacce
agaccaagcc
tgctgcacca
tgceegeecce
tgtacaccct
tggtgaaggg
agaacaacta
gcaagctgac

tgcacgaggc

cceggecaag 3219
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catcatcctg
gaccgactac
cagagcccac
cctgagectge
gagactgcac
gtggetggee
caacgagttc
gaccgaggtg
aatccagccce
cttctacgag
cceeetgecece
ggagcaggtg
gaacctgccce
ccacagagag
caccgtgccce
agccgacgtg
gaacatcacc
cgacgccctg
ctacttccac
gagcggceccce
caagcacctg
ctgcaagaac
catcatcccce
gtgggtggag
cggecctggac
ctacctgccce
cccecgagetg
gatgatcagc
cgaggtgaag
cagagaggag
ggactggcetg
catcgagaag
gceecccage
cttctaccce
caagaccacc
cgtggacaag

cctgcacaac

1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180



CN 116406281 A i’H HH :F; Bﬁ 1/4 51
J\

EAESS Fa2K

ENPP1-Fc

K1

310



CN 116406281 A W OB BB 2/4 W

14K Fa2K

i Jit

ENPP1-Fc

K2

311



3/4 71

B M

AR
ASHEFN K%

.I

CN 116406281 A

3

p=0.020

(24 M

£ A N K K R K R AR
SHIAIH AN
A SIS,

() .00...‘.’0‘0‘..“’
S0

0‘0’0”‘0000‘0’0‘.’..”0‘0’ *
R HENALANS
£ e o e

SRR IEAANS

1,.
- N
Lo
i
Q. 2%
el
Od
i i i
2 32 N 2
=) o =) S~
o o < 2
o <t [t

Fa2K

14K

K3

312



CN 116406281 A W BR B 4/4 T

313



	BIB
	BIB00001

	CLA
	CLA00002
	CLA00003
	CLA00004
	CLA00005
	CLA00006
	CLA00007
	CLA00008
	CLA00009

	DES
	DES00010
	DES00011
	DES00012
	DES00013
	DES00014
	DES00015
	DES00016
	DES00017
	DES00018
	DES00019
	DES00020
	DES00021
	DES00022
	DES00023
	DES00024
	DES00025
	DES00026
	DES00027
	DES00028
	DES00029
	DES00030
	DES00031
	DES00032
	DES00033
	DES00034
	DES00035
	DES00036
	DES00037
	DES00038
	DES00039
	DES00040
	DES00041
	DES00042
	DES00043
	DES00044
	DES00045
	DES00046
	DES00047
	DES00048
	DES00049
	DES00050
	DES00051
	DES00052
	DES00053
	DES00054
	DES00055
	DES00056
	DES00057
	DES00058
	DES00059
	DES00060
	DES00061
	DES00062
	DES00063
	DES00064
	DES00065
	DES00066
	DES00067
	DES00068
	DES00069
	DES00070
	DES00071
	DES00072
	DES00073
	DES00074
	DES00075
	DES00076
	DES00077
	DES00078
	DES00079
	DES00080
	DES00081
	DES00082
	DES00083
	DES00084
	DES00085
	DES00086
	DES00087
	DES00088
	DES00089
	DES00090
	DES00091
	DES00092
	DES00093
	DES00094
	DES00095
	DES00096
	DES00097
	DES00098
	DES00099
	DES00100
	DES00101
	DES00102
	DES00103
	DES00104
	DES00105
	DES00106
	DES00107
	DES00108
	DES00109
	DES00110
	DES00111
	DES00112
	DES00113
	DES00114
	DES00115
	DES00116
	DES00117
	DES00118
	DES00119
	DES00120
	DES00121
	DES00122
	DES00123
	DES00124
	DES00125
	DES00126
	DES00127
	DES00128
	DES00129
	DES00130
	DES00131
	DES00132
	DES00133
	DES00134
	DES00135
	DES00136
	DES00137
	DES00138
	DES00139
	DES00140
	DES00141
	DES00142
	DES00143
	DES00144
	DES00145
	DES00146
	DES00147
	DES00148
	DES00149
	DES00150
	DES00151
	DES00152
	DES00153
	DES00154
	DES00155
	DES00156
	DES00157
	DES00158
	DES00159
	DES00160
	DES00161
	DES00162
	DES00163
	DES00164
	DES00165

	BIS
	BIS00166
	BIS00167
	BIS00168
	BIS00169
	BIS00170
	BIS00171
	BIS00172
	BIS00173
	BIS00174
	BIS00175
	BIS00176
	BIS00177
	BIS00178
	BIS00179
	BIS00180
	BIS00181
	BIS00182
	BIS00183
	BIS00184
	BIS00185
	BIS00186
	BIS00187
	BIS00188
	BIS00189
	BIS00190
	BIS00191
	BIS00192
	BIS00193
	BIS00194
	BIS00195
	BIS00196
	BIS00197
	BIS00198
	BIS00199
	BIS00200
	BIS00201
	BIS00202
	BIS00203
	BIS00204
	BIS00205
	BIS00206
	BIS00207
	BIS00208
	BIS00209
	BIS00210
	BIS00211
	BIS00212
	BIS00213
	BIS00214
	BIS00215
	BIS00216
	BIS00217
	BIS00218
	BIS00219
	BIS00220
	BIS00221
	BIS00222
	BIS00223
	BIS00224
	BIS00225
	BIS00226
	BIS00227
	BIS00228
	BIS00229
	BIS00230
	BIS00231
	BIS00232
	BIS00233
	BIS00234
	BIS00235
	BIS00236
	BIS00237
	BIS00238
	BIS00239
	BIS00240
	BIS00241
	BIS00242
	BIS00243
	BIS00244
	BIS00245
	BIS00246
	BIS00247
	BIS00248
	BIS00249
	BIS00250
	BIS00251
	BIS00252
	BIS00253
	BIS00254
	BIS00255
	BIS00256
	BIS00257
	BIS00258
	BIS00259
	BIS00260
	BIS00261
	BIS00262
	BIS00263
	BIS00264
	BIS00265
	BIS00266
	BIS00267
	BIS00268
	BIS00269
	BIS00270
	BIS00271
	BIS00272
	BIS00273
	BIS00274
	BIS00275
	BIS00276
	BIS00277
	BIS00278
	BIS00279
	BIS00280
	BIS00281
	BIS00282
	BIS00283
	BIS00284
	BIS00285
	BIS00286
	BIS00287
	BIS00288
	BIS00289
	BIS00290
	BIS00291
	BIS00292
	BIS00293
	BIS00294
	BIS00295
	BIS00296
	BIS00297
	BIS00298
	BIS00299
	BIS00300
	BIS00301
	BIS00302
	BIS00303
	BIS00304
	BIS00305
	BIS00306
	BIS00307
	BIS00308
	BIS00309

	DRA
	DRA00310
	DRA00311
	DRA00312
	DRA00313


