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—MHATIHERESERNRRAFZ

B GuE

[0001] AR WIS R Ast AU , HARIS KA A T iR < A & REA K il &
BREAR

[0002] A &ARIR (PD) 3L AL R BIUBRT , A2t WL AR AT PRI L — o AT 7 s, B
WZE N 15~328/10 3 N1, >655 NEELA)1 % s KRR IN10~21/1073 A1/ PDIR IR Ao K

WHLEIN R 6, rl 8 SR AN R B E RS % PDIR IS A - vh il 22 8
B ISR T R R, B TR AR IR S IS B /MR S PDAES AR AL R A < R i B R
B W B 28 T i AR B AR TR A R A R A AL 2 B % (DA) 982, (DAY > =70 % B 7=
AEPDIlm PREEIN) » 1 58 FRSCIRAR 22 4irh 5 DADBE RS B £ BEAE B, (ACH) & FIAHX JCHE, DA
ACH>- 7 2% 1

[0003] 324 A1k, pd R AT ANTE 2 - B BT S8R T S50 2 10 1A% 5 PR FIER S
BRMIEMGLE AT E AR,

[0004] 1) “FE#SEAL

[0005]  2) BREGEIR R« AT e 2= A A 45 R R I, A S AR o 1) ER R R AT AEHBIX 22 57, BT A AT
PREE IR BT AT B AL — L BRI, afh T ORI AR .

[0006]  3) FKIGIE AL « 25 25 AT A I S i o i LA 4 AR BL-F- A7 50 SR SR it )
A MR 4 A% 18 35 ) S5 HOR B B RO R R AT e — 4,

[0007]  4) idt4% Gy ki . RETHERIR IR ESZBHRER R G0, HEIF e G 24
NBFE TR 5T RN, 2 R R R Enp tp A HS 2 H I 0H < AR - IR IH 4 Ak
i B WA FRERIMG AL R AR A ERUR 1A 4 2% m 3 T 2R 2 B w i BUm L A
W B A S B I 03 R A2 2 TR 25 1Y

[0008]  ZR BFTIR , AT AAT 55— 1 R 22 20 AS B 523 1) A e pd 190 95 IR o 22 B0 9 35 10 ) TR 4
AR R R DR R LR R &5 2R R R AR DL, IR EE B3 38 B S M, 70422 1)
B a o, I A 25 Dh Re R nG , H IO I PRIV R SR 4055, B 6 47 e 1R 3 In ., 22 K2 Jig e
22 TOHTREPEASB AR T2 AR P , i 28 2 A A% tH TR <e 2% 1) ek AR IR

[0009]  EH H{, ¢TI 4 A0 5 HH 1S W 1) A Ak 22 A BRI 010 % B 2 L JORE S R ALK
LR 2 L T S 2 A, FE R WER Ak AZ B 1) (a-Syn) s B ST S o 2H 25 R 2
FLA N, TH 4 A0 3 R AR R AL 2 8 8 e SRR VUTAR S DR 2k 1, 1in L i e A%
R Ty M) 2 B, DRI 7 B VAL 4 T B e 5 A AR R ) 1) R Ak e A% B
A WA 52 3 SR A 4 ARE o AR WER I N A S IR U 7 V2 e =2 R S PN R B
M.

[0010] I AF Al R AEA SR 1 (ANGPTLA) A 43 3h 8 1 1 ML/ A il 2R SR D ol I o I AR il 3R
R R AT DX 38 E0, 45 R e (X RN C oA vy 47 4 8 (1 i (FBN) BE&S 48, DL &1, Kim et al.,
Biochem. J.346=603-610 (2000) o 1% 5 Jf& () H At ol 5 A0 45 ML A2 R T, M8 AR ez 2 A1 1
B S M A R, MU A R 3 2 A R 2 3/ I A IR B 445 AT i e 25244, WL 49
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l,Davis et al.,Ce 1187,1161-1169 (1996) ;Maisonpierre et al.,Science277,55-60
(1997) ;Valenzuela et al,Proc.Natl.Acad.Scl.USA96,1904-1909 (1999) ; f1ZE[EH EF)5,
521,07355,650,490; F1,5,814,464 ML A R TAIA R T1e 252 I B 77 » 1 ML/ AR il 25 2
32 Tie 2 BIE A (CA R AT REBENR) o« WA AT, Fol kman&D’ Amore,Cell,87: 1153~
1155(1996) ;Suri et al.,Cell,87:1171-1180 (1996) ;Masionpierre etal.,Science277:
55-60 (1997) ; fl,Ward&Dumont ,Seminars in Cell&DevelopmentalBiology,13:19-27 (20
02) - Tie252 44 J& T P Bz 40 M e S PR 52 A T 2 R ity 2 e , HoAR 0 Tie 1A L3244 - iz Xk
FHo ORI E AR R -FE3E AL A R avB3. W, USL R H 1520030215451 A
Camenisch et al.,J.Biol.Chem.,277 (19) :17281-17290 (2002) .

[0011]  ANGPTLAHE . &1 Hofl AR AE . 4540 , ANGPTLAW, B 41 A B4R 485 (A JR /M8 A i & -
fHRE A HFARP) Kim et al.,Biochem.].346=603-610 (2000)) ,PPAR YIL &4 iz A%
% (PGAR) (Yoon,et al.,Mol.CellBiol.,20:5343-5349 (2000)) , LA J2 2565 S HE Iy
[+ (fasting induced adiposefactor) (FIAF) (Kerten et al.,J.Biol.Chem.,275:
28488-28493 (2000) ) .

[0012]  ANGPTLAMK] 44 4HF44 A BfF 52 LA SrE PN R I7 7RI AN/ BOG I 7 S 1 1 A I (ELIV) %6 58 H
R, Frak ¥ 7 R/ 806 T7 R T TR » S2 A B0 IE -5 ANGPTLAVE PR /B I8 FH R () 5 I
BUINREAS R o 19100, ZH 2R B 37 A 50 RHEE A% 50 1) /) B, O BBOIE S 2 5 N B AH G I AE W) 7
(1) Dy B MR A B FE R e O 1 5L, Frads B 048 S 0% 5 e , M A2y, O g A
Yieepdm , REIELA B HAR 0 o 75 B2 I T 3 ARANGP TLARY ¥ 2 405 Th R

[0013]  PA| I 4R — Pl 2 58 98 78 BRI R] 2 W ie 4 %%I“E%B’Jﬁ@lﬁi%m@’#
TRy Ji] 7

LZRAE

[0014]  FEA R B — AN J5 T, BRI 7 A 3 AR ol 25 A B 1 4 LR S R oA 1 FH g, T il
B4R DA S AR5 A RE 2 Wl A Bt 55 &

[0015] AR EH oM —Pp 4w IS A R R 4 5 S R AIEZ AR R,
[0016] A B Fy b i — i L 8 A Bl 2 A B 1 A H 44, ABB « P iR B 448 1) 3 ] A% X 40
SEQ ID NO: LFfR, ik o (i) 285 A A2 X WISEQ ID NO: 2F 7K

[0017] AR BH S Ah R SO i B A 3 9 1 25 A R P 1 I AR 3R AR R A A, H o
A

[0018]  ABBI:FriAFiiAf 85w A8 X fISEQ 1D NO: 3HTR , BTl Judd i 2 55 7] 4% [X 411SEQ
ID NO:4Fi7R.

[0019]  ABB2: i FidA i w85 7] 48 [X fISEQ 1D NO: 57 , T il A4 1 % 55 7] A% [X 41 SEQ
ID NO:6fi7N.

[0020]  ABB3: Frid FiA i 85 W] A X AISEQ 1D NO: 7HT7R , BTl Hudd i 2 55 7] 48 [X 411SEQ
ID NO:8F7N.

[0021]  ABB4: Ir iR FiAA i w85 7] A8 X fISEQ 1D NO: 9 FioN , T iR Ju A4 1 % 55 7] A% [X 41 SEQ
ID NO: 10f7R o

[0022]  ABB5: F iR Hidk [ F E A AF [X AISEQ 1D NO: 117 , B S 44 1% 4% 5 7] A% [X 71SEQ
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ID NO: 12Fi 7R

[0023]  ABB6: i fiid4 i) B 4 7] A8 X ANSEQ 1D NO: 137, B i Frudk (1) 42 4 v 4% [X 71SEQ
ID NO: 14Fi7R o

[0024]  ABB7: Fril A i) B 4% 7] A8 X ANSEQ 1D NO: 15517 , B iR Frudk (1) 42 4 7 4% [X 71SEQ
ID NO: 167N

[0025]  ABBS: ik #iid () B 4% 7] A8 X WISEQ 1D NO: 17w , IR Fidd i) 5 5 7] 4% [X 411SEQ
ID NO: 187N

[0026]  ABBQ: Fridfrid4 i) B 4% 7] A8 X ANSEQ 1D NO: 1917 , B i Sk (1) 42 4 v 4% [X 71SEQ
ID NO: 2017 o

[0027]  ABB10: iR A () 85 AT A8 X WISEQ 1D NO: 21 FfN , BT iR 44 i 42 4 ] 4% [X 21
SEQ ID NO:22F7 7.

[0028]  ABBI11: iR i) 85 AT A8 X WISEQ 1D NO: 23Ff 7N , BT iR 44 i 42 4k ] 4% [X 21
SEQ ID NO: 2475,

[0029] AR B} 56 R FRIE B AN IR S AR GR A IEREAT 1Rl , S2 36 45 AR I & AR iR
FEEH ARG ARG AE R B FRE,

[0030]  J34F, ﬂi?ilﬂ)%ﬂm*éiﬁlz%ﬁmmmai%%
s I o B TR SR L AR R A B 4 R] DU N IH 4 AR
NBTEMH SRS SRR 259 .

[0031] 5 28 AL < A W et K & SR B0 B 9 i 10, SR 3 465 S 3 I I8 A il 3 A B 1 47E T
ﬁmé,% NE IR B ERIA WA N IE e AR SR S AR AR Im R S B bs B4 . F BA & B A
9. 5 SR B B e e I 7 AR R R A B AR SR AR P ONIA S AR ER B AR TR 2 B BOR T T &

AR AL R IR AT T 58
BAERI S s S, Rt Rl PR

“‘W %

Bf (=152 BH
[0032]  J&] 12 f 3 ML VRURT BREx HEZE IV P ANGP TLAR) K BE R Gt v i ] e $i5P<0. 05
[0033]  [&2/&ROCH £k W7~ 8 (1 12T A < AR SR A AE X 4 S PEAT R BB

BRSiES R

[0034]  "NHIZE A B B A R BR BRI B A S it g QAR RN UL

[0035]  siji 1L

[0036]  ji it iy L DR 2 Bt (O i = b Xk, 33 5041 1E 5 A FN40 451 35 11 8 A R A B
Hr» FE AR BLANGPTLA R [ 7 4 7f H o vp A2 i BRIk 1

[0037] it 5 EPCRIK 7 y2A6 P T A7 638 N IE & AR IV rFrmRNAFN 25 14 1) 3k K, 18
T 4 R AR R LT R

[0038]
mRNA (FH X 1L &) HHWE (ng/mL)
2 1.7 110.2
E“‘%Aﬁ 1 40.5
[0039] R K, ANGPTLALE A 4 AR 5% A i 838 I ML = KPR AK , 32 7R ANGPTLA

E‘Ji%ii'—ﬁfpﬁjzw BF R VIHC .
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[0040] Szt 9] 2 1L 375 HH ANGP TLA MK Ji 5 10 I Bk

[0041] R FHHTANGPTLA) B vil B AR ABB (B ik 44 (1) L FE R A2 X @ISEQ 1D NO: Lo, Fr
IRPUA I R EE P AR X A0SEQ 1D NO: 2F7R) , JE R ELTSATy v GRPTRJE 0075) K30 1 100 411H
& ARG AE B3 A1 4051 i B HE 2 A VS P ANGP TL AR I J& o 45 SR 11, 75 & 3 15
ANGPTLARI W EEN110.4+15. 3ng/ml CEIIEL = SD) 5 {8 R HE 20 I 375 HH ANGPTLA R ¥ Ay
40.6£10.2ng/ml CPIEL £ SD) ; 3 M7 - ANFPRLAVK 5 B B & T X BRI 7% (P<<0.05) ,
Z LK1,

[0042] 4, FRIEE 2ROCH 25 1% 58 T ANGPTLA cut—of FAEL N 10. 25ng/m1 , Ho s s
SR T90% , FHIEZE H92.5% (37/40) « Gith 43 B 45 R W , ML ANGPTLAVK & 5 iH 4
FRBEHYIMI, hH IR SLIGHE ., FTUAAF R 45 10, 7 WA PEANGPTLAZE R & 4% B & w4
W, AT DAE NIA G AR A RE FE T ANFEIX 2 1 — AR A I A 4

[0043] Syt 49 34k 77 B 1 ] 2%

[0044] il &R, Horb fiAd o bR BT e P4 ABB, FRZE LA A Ui 45

[0045]  F FaAs a7 &, i ELT SAVE i Al 1 AR i e A4 (804, 40451 4 1IEH AT
4015 WA 4 27 B ) HANGPTLANI & &

[0046]  H4BH % EI{E AL 102. Sng/mLIN; , 47 384 kL ANV 5 JylH 4 4k %, Hoh 384 & id i &
Bh B, UL AR R

[0047] =4 [H 4 BB HX 1 30ng /mLA , 47 39BIAE AV 58 N G AR B3, Horp 39l e i &, 1)
N R S U B R PR B N

[0048] st (5 A% X oAk PERE I R s

[0049] It SEES, ik , KA ZRIT 1 L0 I HAA , Tk 45 & 45 i s i BemT i
B P S R AT AR N L EL B 5777 A o BT A A4 1 51 R0 7l 3k J0 s e e 5 2 3
AT IE BTl BRI 7 51 73 R

[0050]  ABB: ik $i 44 () S5 8% A A8 X 4ISEQ 1D NO: 1 Ffon , Bk $i44 i 4% 85 7] 48 [X ISEQ
ID NO: 27w

[0051]  ABBI:Frid Bk i SEEE T AF X WISEQ 1D NO: 3PN, Frid 44 i 2 55 ] 4% [X WISEQ
ID NO:4fi7Ro

[0052]  ABB2:Frid FiA it S8 m] A8 X fISEQ 1D NO:5HT7R , BTl Judd i #2845 7] 4% [X 411SEQ
ID NO:6Jf 7~

[0053]  ABB3: Frid FiAA iy 85w A8 X AISEQ 1D NO: 7HT7R , BTl JuAd i #2845 7] 4% [X 411SEQ
ID NO: 87N

[0054]  ABB4: BT A FiAA i 8% W] A8 X fISEQ 1D NO: 9FTR , BTl Judd i 2 84 7] 4% [X 411SEQ
ID NO: 10f7 o

[0055]  ABB5: FriR A (it B8 A AR X ASEQ 1D NO: 11JJTo , FIFad 7044 1 4% 5% 7] 42 [X 71SEQ
ID NO: 12Fi7R o

[0056]  ABB6: Fff ik #7441 B 4% 7] A8 X #ISEQ 1D NO: 137 , BT FiAA it 7 5 7] 4% [X 411SEQ
ID NO:14Fi7R o

[0057]  ABB7: i fid&k i) E4E P AZ X AISEQ 1D NO: 157N , B R FAA (1) 42 4% 7] 4% X 01SEQ
ID NO: 167~
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[0058]  ABBS: iR fiidk ¥y B #E A AF X ANSEQ 1D NO: 177N, IR FiAA (1) 48 4% m] A% X 71SEQ
1D NO: 187«

[0059]  ABBO: iR Hii& il B & T A8 X fSEQ ID NO: 19F7n , BT iR 44 1) 4 55 7] A% [X 2ISEQ
1D NO: 2075 o

[0060]  ABB10: TR 44 i) BB 7] A5 [X #SEQ 1D NO: 217N , PriR $i 4 14 452 55 n] 28 [X 41
SEQ ID NO:22Ff7K.

[0061]  ABBI11:JTik FiAA ) B BE AT AS X 4NSEQ ID NO: 23f7 7w , PR $i 44 1 432 55 n] 28 [X 41
SEQ ID NO:24Ff7K.

[0062]

ik 5 A o A £
ABB 3.23X 107
ABBI 2.21 X 107"
ABB2 3.02X 107"
ABB3 3.37X 107"
ABB4 2.51 X 107"
ABB5 2.40X 107"
ABB6 3.01 X 107"
ABB7 1.96 X107\
ABBS 2.22X 107"
ABB9 2.05X 107"
ABB10 2.57X 107"
ABBI1 6.33X 10™M

(00631 M\ _LZRATVATE th, B A i B 58 A 73 A K 29107 M, HAT AR R A 7 o
(00641 % Ffrid fri4A HI-T St 913 oA 7] AR ) S il 6 » 0 o B SR AR L B9 A, L S0
B, 5 4 m] BLE B F AR I RCR 5 10 LA 45 P BE AR R 982020 %6  [R) B AT LIS 2
IR A AR, X AR U, I O UG PR A AT PEAH L AT 4R 1

[0065] DA EANCAA A B (0 sk it 491 s 22, 7 AS HI T BRUA A W, X6 T AU BeAR A
SRV, PLAEA S I (K Fof A0 i DUz oA A8 RO A AR 5 5 ) A e SOt 5, A 35 AE A
KRR TIEHE Z A -
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[0001]  F¥Ail%
[0002] (110)H%E

[0003]  (120) — 7 FH T-1H < AR SR & RE AL A 8 7] &

[0004]  (210)1

[0005]  (211)138

[0006]  (212)PRT

[0007]  (213) AT F5

[0008]  (400)ABB

[0009]
MetGlyTrpSerTrpllePhelLeuPheleuSerGluThrAlaGlyValLeuSerGluValGlnLeuGlnGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysArgThrSerGlyTyrThrThrPheThrAspTyrS
erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrplleGlyTyrIleAsnProTyrAsnGlyAspThr
TyrCysAspGlnAsnPhelysGlyLysAlaThrLeuThrPheAsnLysAlaSerSerThrAlaTyrMetGlullePr
oArgleuThrSerAspAspSerAlaValTyrTyrCysThrArgTrpLysThrlleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0010]  (210)2

[0011]  (211)129

[0012]  (212)PRT

[0013]  (213) N T./#%1

[0014]  (400)ABB

[0015]
MetAspMetArgAlaProAlaGlnPhelLeuGlyllelLeulLeuLeuTrpPheProGlyAlaArgCysGlulleGlnMe
tThrGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrlleThrCysGlnAlaThrGlnAsplleV
alLysAsnLeuAsnTrpTyrGInGlnLysProGlyLysProProSerPhelLeulleHisTyrAlaThrGlulLeuAla
GluGlyValProSerArgPheSerGlySerGlySerGlySerAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysLeuGlnSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[0016]  (210)3

[0017]  (211)138

[0018]  (212)PRT

[0019]  (213) N LJF%)

[0020]  (400)ABB1

[0021]
MetGlyTrpSerTrpllePheleuPheLeuSerGluThrAsnGlyVallLeuSerGluValGlnAsnGlnGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysArgThrSerGlyTyrThr ThrPheThrAspTyrS
erlleHisTrpValLysGlnSerHisGlyLysArgleuGluTrplleGlyGlyIleAsnAsnTyrAsnGlyAspThr
TyrCysAsnGlnAsnPhelLysGlyLysAlaThrLeuThrPheAsnLysAlaSerSerThrAlaTyrMetGlullePr
oArgleuThrSerAspAspSerAlaValPheGlyCysThrArgGlyLysThrIleGlnAlaProPheAlaTyrTrpG
1yG1InGlyThrLeuPheThrValSerAla
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[0022]  (210)4

[0023]  (211)129

[0024]  (212)PRT

[0025]  (213) N TJ¥%1

[0026]  (400)ABB1

[0027]
MetAspMetArgAlaProAlaGlnPhelLeuGlylleleulLeuLeuTrpPheAspGlyAlaArgCysGlulleGlnMe
tThrGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrlleThrCysGlnAlaThrGlnAsplleV
allysAsnLeuAsnAspTyrGInGlnLysProGlyLysProProSerPheleulleHisTyrAlaThrGlulLeuAla
GluGlyValProSerArgPheSerSerSerGlySerGlySerAspTyrSerLeuThrlleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysLeuSerSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[0028]  (210)5

[0029]  (211)138

[0030]  (212)PRT

[0031]  (213) A TJ#%

[0032]  (400)ABB2

[0033]
MetGlyTrpSerTrpllePhelLeuPhelLeuSerGluThrAlaGlylleLeuSerGluValGlnLeulleGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysArgThrSerGlyTyrThrThrPheThrAspTyrS
erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrpllelleTyrIleAsnProTyrlleGlyAspThr
TyrCysAspGlnAsnPhelysGlyLysAlaThrLeuThrPheAsnLysAlaSerSerThrAlaTyrMetGlullell
eArgleuThrSerAspAspSerAlaValTyrlleCysThrArgTrpLysThrlleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0034] (2106

[0035]  (211)129

[0036]  (212)PRT

[0037]  (213) N TJ#%1

[0038]  (400)ABB2

[0039]
MetAspMetArgAlaProAlaGlnPhelLeuGlylleLeuLeulLeuTrpPheProGlyAlaArgCysGlulleGlnMe
tThrAlaSerProSerSerMetSerAlaSerLeuGlyAspArglleThrIleThrCysGlnAlaThrGlnAsplleV
alLysAsnLeuAsnAlaTyrGlnGlnLeuProGlyLysProProSerPheleulleHisTyrAlaThrGluLeuAla
GluGlyValProSerArgPheSerGlySerGlySerGlySerAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysLeuGlnSerTyrLeuPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[0040]  (210)7

[0041]  (211)138

[0042]  (212)PRT
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[0043]  (213) AT F5

[0044]  (400)ABB3

[0045]
MetGlyTrpSerTrpllePhelLeuPhelLeuSerGluThrAlaGlyValLeuSerTrpValGlnLeuGlnGlnSerGl
yProGluLeuMetLysProTrpAlaSerValLysMetSerCysArgThrSerTrpTyrThrThrPheThrAspTyrS
erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrplleGlyTyrlIleAsnProTyrTrpGlyAspThr
TyrCysAspGlnAsnPhelysGlyLysAlaThrTrpThrPheAsnLysAlaTrpSerThrAlaTyrMetGlullePr
oArgleuThrSerAspAspSerTrpValTyrTyrCysThrArgTrpLysThrlleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0046]  (210)8

[0047]  (211)129

[0048]  (212)PRT

[0049]  (213) N LJF%

[0050]  (400)ABB3

[0051]
MetAspMetArgAlaProAlaGlnPhelLeuGlyllelLeulLeuLeuTrpPheProGlyAlaArgCysGlulleGlnSe
rThrGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrlleThrCysGlnAlaThrGlnAsplleV
alLysAsnLeuAsnTrpTyrGInGlnLysProGlyLysProProSerPheleulleHisTyrAlaThrGlulLeuAla
GluGlyValProSerArgPheSerGlyAspSerSerGlyAspAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysLeuGlnSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[0052]  (210)9

[0053]  (211)138

[0054]  (212)PRT

[0055]  (213) N LJ#%

[0056]  (400)ABB4

[0057]
MetGlyTrpSerTrpllePheLeuPhelLeuSerGluThrAlaGlyValProSerGluValGlnLeuGlnGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysArgThrSerGlyTyrThrThrPheThrAspTyrS
erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrplleGlyTyrIleAsnProTyrAsnGlyAspThr
TyrCysAspGlnAsnPhelLysGlyLysAlaThrLeuProPheAsnlLysAlaSerProThrAlaTyrMetGlullePr
oArglLeuThrSerAspAspSerProValTyrTyrCysThrProTrpLysThrIleGlnAlaProPheAlaTyrTrpG
1yGInGlyProLeuValThrValSerAla

[0058]  (210)10

[0059]  (211)129

[0060]  (212)PRT

[0061]  (213) N L%

[0062]  (400)ABB4

10
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[0063]
MetAspMetArgAlaProAlaGlnPhelLeuGlyllelLeulLeuLeuTrpPheProGlyAlaArgCysGlulleGlnMe
tThrGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrlleThrCysGlnAlaThrGlnAsplleV
alLysAsnLeuAsnLeuTyrGInGlnSerProGlyLysProProSerPheleulleHisTyrAlaSerGlulLeuAla
GluGlyValProLeuArgPheSerGlySerGlySerGlySerAspTyrSerLeuThrlleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysLeuGlnSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[0064]  (210)11

[0065]  (211)138

[0066]  (212)PRT

[0067]  (213) N L%

[0068]  (400)ABB5

[0069]
MetGlyTrpSerTrpllePhelLeuPhelLeuSerGluThrAlaGluValLeuSerGluValGlnLeuGlnGlnSerGl
yProGluLeuMetLysGluGlyAlaSerValLysMetSerCysArgThrSerGlyTyrThrThrPheThrGluTyrS
erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrplleGlyTyrIleAsnProTyrAsnGlyAspThr
TyrCysAspGlnAsnPhelysGlyLysAlaThrLeuGluPheAsnLysAlaSerSerThrAlaTyrMetGlullePr
oArgleuThrSerAspAspSerAlaValTyrTyrCysThrArgTrpGluThrlleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0070]  (210)12

[0071]  (211)129

[0072]  (212)PRT

[0073]  (213) N T#%1

[0074]  {400)ABB5

[0075]
MetAspMetArgAlaProAlaGlnPheLeuGlylleLeulLeulLeuTrpPheProGlyAlaArgCysGlulleGlnAl
aThrGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrlleThrCysGlnAlaThrGlnAsplleV
alLysAsnLeuAsnTrpTyrGInGlnLysProGlyLysProProSerPhelLeulleHisTyrAlaThrGluleuAla
GluGlyValAlaSerArgPheSerGlySerGlySerGlySerAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysSerGlnSerTyrAspPheProTyrThrPheAlaGlyGlyThrLysLeuGlulleA
sn

[0076]  (210)13

[0077]  (211)138

[0078]  (212)PRT

[0079]  (213) N T./# %

[0080]  (400)ABB6

[0081]
MetGlyTrpSerTrpllePheleuPheLeuSerGluThrCysGlyVallLeuSerGluCysGlnLeuGlnGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysArgThrSerGlyTyrThr ThrPheThrAspTyrS
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erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrplleCysTyrlleAsnCysTyrAsnGlyAspThr
TyrCysAspGlnAsnPhelysGlylLysAlaThrLeuThrPheAsnLysAlaSerSerThrAlaTyrMetGlulleCy
sArgleuThrSerAspAspSerAlaCysTyrTyrCysThrArgTrpLysThrlleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0082]  (210)14

[0083]  (211)129

[0084]  (212)PRT

[0085]  (213) A T3

[0086]  (400)ABB6

[0087]
MetAspMetArgAlaProAlaGlnPhelLeuGlylleleulLeuLeuTrpPheProGlyAlaArgCysGlulleGlnMe
tThrlleSerProSerSerMetSerAlaSerLeuGlyAspArglleThrlleThrCysGlnAlaThrGlnAsplleV
alLysAsnLeuAsnTrpTyrGInGlnLysProGlyLysIleProSerPhelLeulleHisTyrAlaThrGlulLeuAla
GluGlyValProSerArgPheSerGlySerProSerGlySerAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrlleLeuGlnSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[o088]  (210)15

[0089]  (211)138

[0090]  (212)PRT

[0091]  (213) N T.#%1

[0092]  (400)ABB7

[0093]
MetGlyTrpSerTrpllePhelLeuPhelLeuSerGluThrAlaGlyValLeuGlyGluValGlnLeuGlnGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetGlyCysArgThrSerGlyTyrThrThrPheThrAspTyrS
erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrpGlyGlyTyrIleAsnProTyrAsnGlyAspThr
TyrCysAspGlnAsnPhelysGlyLysAlaThrLeuThrPheAsnLysAlaSerGlyThrAlaTyrMetGlullePr
oArgleuThrSerAspAspSerAlaValTyrTyrCysThrArgTrpLysThrlleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0094]  (210)16

[0095]  (211)129

[0096]  (212)PRT

[00971  (213) N L%

[0098]  (400)ABB7

[0099]
MetAspMetArgAlaProAlaGlnPhelLeuGlylleLeuLeulLeuTrpPheProGlyAlaArgCysGlulleAspMe
tThrGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrIleThrCysGlnAlaThrGlnAsplleV
alLysAsnLeuAsnTrpTyrGlnGlnLysProGlyLysProProSerPheleulleHisTyrAspThrGluLeuAla
GluAspValProSerArgPheSerSerSerGlySerGlySerAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysLeuGlnSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
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sn

[0100]  (210)17

[0101]  (211)138

[0102]  (212)PRT

[0103]  (213) AT 55

[0104]  (400)ABBS

[0105]
MetGlyTrpSerTrpllePhelLeuPhelLeuSerGluThrAlaGlyValLeuSerGluValGlnLeuGlnArgSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysArgArgSerGlyTyrThrThrPheThrAspTyrS
erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrplleGlyTyrIleAsnProTyrArgGlyAspThr
TyrCysAspGlnAsnPhelysGlyLysAlaThrArgThrPheAsnLysAlaSerSerThrAlaTyrMetGlullePr
oArgleuThrSerAspAspSerAlaArgTyrTyrCysThrArgTrpArgThrl1leGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0106]  (210)18

[0107]  (211)129

[0108]  (212)PRT

[0109]  (213) N T#%1

[0110]  (400)ABBS

[0111]
MetAspMetArgAlaProAlaGlnPhelLeuGlyllelLeulLeuLeuTrpPheAsnGlyAlaArgCysGlulleGlnMe
tThrGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrlleThrCysGlnAlaThrGlnAsplleV
alLysAsnLeuAsnlleTyrGInGlnLysAsnGlyLysProProSerPhelLeulleHisTyrAlaThrGlulLeuAla
GluGlyValProSerArgPheAsnGlySerGlySerGlySerAspTyrSerLeuThrlleSerAsnLeuGluSerAs
nAspPheAlaAspTyrTyrCysLeulleSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[0112]  (210)19

[0113]  (211)138

[0114]  (212)PRT

[0115]  (213) A T3

[0116]  (400)ABB9Y

[0117]
MetGlyTrpSerTrpllePheleuPheLeuSerGluThrTrpGlyVallLeuSerGluValGlnLeuGlnGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysArgThrSerGlyTyrThr ThrPheThrAspTyrT
rplleHisTrpValLysGlnSerHisGlyLysArgLeuGluTrplleGlyTyrIleAsnProTyrAsnGlyAspThr
TyrCysAspGlnAsnPhelLysGlyLysAlaThrLeuTrpPheAsnLysAlaSerSerThrAlaTyrMetGluTrpPr
oArgleuThrSerAspAspSerAlaValTyrTyrCysThrArgTrpLysThrIleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0118]  (210)20

[0119]  (211)129

13
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[0120] ~ (212)PRT

[0121]  (213) AT %%
[0122]  (400)ABB9
[0123]

MetAspMetArgAlaProAlaGlnPhelLeuGlylleleulLeuLeuTrpPheProGlyAlaArgCysGlulleGlnMe
tThrGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrlleThrCysGlnAlalLeuGlnAsplleV
alLysAsnLeuLeuTrpTyrGInGlnLysProGlyLysProProSerPhelLeulleGlyTyrAlaThrGlulLeuAla
GluGlyValProSerArgPheleuGlySerGlyLeuGlySerAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysLeuGlnSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[0124]  (210)21

[0125]  (211)138

[0126]  (212)PRT

[0127]  (213) N T.#51

[0128]  (400)ABB10

[0129]

MetGlyTrpSerTrpllePhelLeuPhelLeuSerGluThrAlaGlyValLeuSerAlaValGlnLeuGlnGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysAlaThrSerGlyTyrThrThrPheThrAspTyrS
erlleHisTrpValLysGlnSerHisGlyLysArglLeuGluTrplleGlyTyrlleAsnProAlaAsnGlyAspThr
TyrCysAspGlnAsnPhelysGlyLysAlaThrLeuThrPheAsnLysAlaSerSerThrAlaTyrMetGlullePr
oArgleuThrSerAspAspSerAlaSerTyrTyrCysThrArgTrpLysThrlleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0130]  (210)22

[0131]  (211)129

[0132]  (212)PRT

[0133]  (213) AN L%

[0134]  {400)ABB10

[0135]
MetAspMetArgAlaProAlaGlnPheLeuGlyllelLeulLeuLeuTrpPheProGlyAlaArgCysGlulleGlnMe
tGluGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrIleThrCysAsnAlaThrGlnAsplleV
alLysAsnLeuAsnTrpTyrGlnGlnLysProGlyLysProProSerPheleulleHisTyrAlaThrGluLeuAla
AsnGlyValProSerArgPheSerGluSerGlyGluGlySerAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysLeuGlnSerTyrAsnPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA
sn

[0136]  (210)23

[0137]  (211)138

[0138]  (212)PRT

[0139]  (213) N LJF%)

[0140]  (400)ABB11
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[0141]
MetGlyTrpSerTrpllePhelLeuPheleuSerGluThrAlaGlyValLeuSerGluValGlnGlyGlnGlnSerGl
yProGluLeuMetLysProGlyAlaSerValLysMetSerCysArgThrSerGlyTyrThrThrPheThrAspTyrG
lyIleHisTrpValLysGInSerHisGlyLysArgleuMetTrplleGlyTyrlleAsnProTyrAsnGlyAspThr
TyrCysAspGlnAsnPhelysGlyLysAlaThrLeuThrPheAsnLysAlaSerSerThrAlaTyrMetGlullePr
oArgleuThrSerAspAspSerAlaValTyrMetCysThrArgTrpLysThrlleGlnAlaProPheAlaTyrTrpG
1yGInGlyThrLeuValThrValSerAla

[0142]  (210)24

[0143]  (211)129

[0144]  (212)PRT

[0145]  (213) A T3

[0146]  (400)ABB11

[0147]
MetAspMetArgAlaProAlaGlnPhelLeuGlyllelLeuGlyLeuTrpPheProGlyAlaArgCysGlulleGlnMe
tProGlnSerProSerSerMetSerAlaSerLeuGlyAspArglleThrl1eThrCysGlnGlyThrGlnAsplleV
alLysAsnLeuAsnTrpTyrGInGlnLysProGlyLysProProSerPheleulleHisTyrAlaThrGlulLeuAla
GluGlyValProSerArgPheSerGlySerGlySerGlySerAspTyrSerLeuThrIleSerAsnLeuGluSerGl
uAspPheAlaAspTyrTyrCysProGlnSerTyrAspPheProTyrThrPheGlyGlyGlyThrLysLeuGlulleA

sn
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