CN 102869681 A

(19) e AR EFNE ERFIR =G

*:‘D (12) R AR EF|HIF

T

(10) HIFAHS CN 102869681 A
(43) HIiF A% H 2013.01.09

(21) S 201180020713. 9
(22) HiEH 2011.04. 28

(30) LI &R
10161375. 0 2010. 04. 28 EP

(85) PCTHRIFHE N E KRB B B
2012. 10. 24

(86) PCTHRIFRYFRIR 2R
PCT/EP2011/056763 2011. 04. 28

(87) PCTHRIFRI AT EUIE
%02011/135035 EN 2011. 11. 03
(71) BiFEA B2 W A7
Hodb Ff i E JRER
(72) ZBA AN ZR « IR BT DA% 95 - ROk
(74) ERRIBUAE FIREEFHESREA R
T~ E 11219
RIBA 5K WG
(51) Int. CI.
CO7K 16/18(2006.01)

GOIN 33/53(2006. 01)
GOIN 33/577(2006. 01)
GOIN 33/68(2006. 01)

BOMERS 1 7 3B 8 |
FPoFE 4 BT A 4 5T

(54) KPEAEFR

REERRL AR A F S B E I PUIAR AR
(57) %

AR K5 N COA FEERR ¥ F1 05 236 2]
251 f7 B 264 2| 279 MR KR PR R 2 ik
TR SRR T SR . AR BIEY
IX 6 5 3 B TR TE CGA 1 G 58 T i F B
K PR A — Rl S Bk 7 EAR T
SE CGA PR & A 2k T XX PIAH 5 Se B fL AR S R A
AR S 1 &

DAKO / ED NeoLisa 455t
y=18128x - 47162
11=24, Korr. 0,942 R:=0.8865

400 4
350 /
® *
300
- *
5 250 /
2 &
c ,’// .
.
z o /
150 .
>
100 ¢
50 LY
0
0 5 10 15 20 25 30

ED NeoLisa (i)




CN 102869681 A W F E Kk B /17

1. CGA Z KI5 7738, AT T3 iR HE SR vE 20052 CGA £ BRI A7 fE Bk CGA Z BRI 211
FE S —dH B sm DA RN, Horh 2 /b —Fh R S E TR S5 N COA Z B IR T A1 IR 5 236 22 251
RIS R F A 7R CGA 2k (1 SEQ ID NO 2 Eox ) TR A kNI ;3 HH 2 /b
— P Al e BE BT 5 N CGA SRR HI I 264 2 279 A2 FE IR T 51 3R 7R 1) CGA £ ik
( HH SEQ 1D NO 3 %R ) FIHIRMA RNPE,

2. E%F CGA ZRRH B wwediik, ik B (1) 5 A CGA HIEERITAIISE 236 & 251 {14
FERK R Z MK (FSEQ 1D NO 287K ) W3R A I B I s B B4 s #1 (2) 5 N CGA
AT AN 264 2 279 MRAEMRER A Z MK (H SEQ 1D NO 3 %R ) IR R
PER R s DL

3. ALEBCRIE K 2 PR B S iR, Hrp ik B e P A 5 R AE— g &

a) [EVPRSCREYD, ) o i e AR T R, B

b) R IFR I » 19 W U T R A A, B

o) MRS, WA R e R .

4. F TR CGA ks e iR &, o2 /D5

a) 5 A CGA ZFEMRIFH I ZE 2 236 3 251 AL &SR K RIML L (B SEQ 1D NO 2%
N ) IR R NP B s BB A

b) 5N CGA & EEMRSTHINER 264 2 279 AL RE RHFIZ K (H SEQID NO 3 FKoR)
W IR A A SN M R B S R LA
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FESSRIEEE A SRR EZ ik FiXF =

& BR 41

[0001] AR L TINERR R A (CGAIITTEE. B e CGA I3 5o 5T
PR DA A ZE Ak 1 mT 49 FH 1 AR % B I e 2 ) S 22 3500, DL R FH 1 CGA 1Rl s 7 2 1)
R AT &

[0002] KA &

[0003]  FEE&KIER [ (CG) AJrbk i (20 Bl 7 5 # 40 Jefs JoRI IR SIS i 25 3k (R i 47 6 K i
REH LN W RGP IR E B R E R Winkler, H. &Fischer—Colbrie, R., 1992) , B4R
X HEH [ TR A FZE B =9, B e AT — 28 SR G A R 1, 9 0 =F & IR M s L IR vk
FERIAE R BPE Ja UV EN R 70 A7 B LA ME 2 R  CG 5 R 22 IR ZR 70 4 B R 22 N 43 1
A rp L E AR SL ER . R T CG AR S R P A R R e P A E . A,
CG W LA VIR s /N B B, Ik B B B HA AR ek, 48] a0 sl i 22 R e I A0 97 s R e
AEMHER (Stridsberg M, 2000) .

[0004]  #f £8Py 4 Wb 2 YR G M R 8 R K B CGA I 3 /i 2K K P I 1R A
(0’ Connor, DT, Deftos LJ, 1986) o £ PN 433 [ I8 S I T~ #2840 e, i 7R (g e 28
PN 53 U JI R A2 SIS TR R T % A RS A 0 BRI R /Nt i . FRIR S5 IR L RE Uk IR L 3
IR A B 98, T 55 MENT I MEN2 SR A1 o I I8 AL 55 AN 5] A AR 28 N 20 W98 2 A1, B
WA ER TR TR R T v I RE 2 AR KB R R Z Ik (PP) 98 (PPomas) F1TJETh BEME A
Z W5y JE (Eriksson, B. %5, 2000) o X TIX L6, CZ8IE B CGA 2 B UF TG bR &
(Bajetta, E. 2%, 1999) ,

[0005] A bJRIAL, 75 BB T CGA A TR o ) o AR S e )« oA T Rt F ) 52 Vs o
[0006] LR T JLFH CCA M EVE . US 4, 758, 522 ¥ 5L T35 4 43 s, A% I FRI2 1) CGA
FAER X CGA TSR I EFE S N CGA i 77k I SHiARSE & el R 45 G HFRic CGA &=
VEFES T CGA R . CGA FEfSL AT LAAS B N /- IR E S E IR ARIE 202

[0007]  EP1078266B1 ¥ & 3& T4 A5 A\ CGA [ 145-234 £ J¥- 41 h R A e e M4 A R 22
P (AR ) DAY CCA Sl k. ML, &b L AE CGA F %0 el &
A 5 N CGA 1) 145-197 A7 41 iR IR A e S M 45 & PUIAR RN / 55 219-234 47175
W RIR AR S R A A IR . ARIE, IXP R LR AR — PP AR TT LAE CGA I b 50 7 1
SE4 N CGA 11 250-301 47 741 Hh R ALK PTIARFH AL 5

[0008]  AHE A P L0 5 v B i R S P B I PR 2 AL i R BRI AR
I RAR CGA AETEIT CGA T AR MK B A8 SUR MY I3t A8 22 s BB IR 5 UL TR
p o D2 RV A B v B T A LU S IRAE A 1] 8, AR 1T, IRAT A BTl (1 25 1 58 v e
ORI CGA I 52 v 2R 58 _EHAT R BRI AWt T2 se BRI E .

XAAE
[0000] A WIS K o i B IX 8k s IR T i
[0010] AR B ) A 3 A 27 SE VA2 T COA 22 IR 5 W Ml R RIMURR I B AR B S S 1R 4 5

3
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XFHFATRI . —FhPiik S CGA Z KB — D RALRE S5 &, 7 —FiPi ik CGA Z K5 —
MR RIS

[0011]  {E—Fhsziti g R, Ak B & CGA 2 IR B9 5E 7732, ik 75 VA4S v 4l sE
CGA AFAEB R IGAFE i 5 — B seE AR R N, Hoh 2/ b—Fh R a [ B A 5 N COA &= AR
JFAI 236 22 251 {1 2 LR T H)R 78 CGA Z Ik (H1 SEQ 1D NO 2 K7n ) HH IR R
M R 2 /b — R HAR S S BRSO COA E MR T 1K 264 & 279 7 & KR 741 3%
JRIRT CGA Z Ik ( HH SEQ ID NO 3 7R ) IR A R JVE,

[0012] A CGA (M2 5/ /7 FI 7E b /2 8 Konecki 55 AAE 1987 AR (1) 439 M AR KK
J74, HH SEQ ID NO 1 Kon. KRl CGA ZKELEF A A CCA B4z K 2 k741 838 Ho ] H
T W b4 B AT ) B IXFER T BN AL 2 /5 5 SEQ 1D NO:1 Al SEQ
ID NO: 2 JIiefi o 1 28 508 7 1 1 s . e 3 ot e S A 1 S Y. PRI R AR o

[0013] A% BH () G e Ak 2 s v m] DLEA S P D0k, P S el i v 25 T 0o
X - CGA B M I AE Tk AP MURR Id BT AR 2 8] o TR BTAR 5 CGA e R P45 A IFE A 1)
FE 28450 1y B I S 2 W B 52 725 (ELISA) U Sz e (RIA) o JLARASIN 77 vAR mT LA
T HAE A .

[0014]  HR4f 55— Fh St 77 2, AR BHI B EE AT CGA 315 N CGA 2R 7411 236 & 251
PR IR R N 2 K (R 3R A A SN IR B e BB AR

[0015] AR FF—Fh st 77 30, A&k 6 J BT AT CGA FF5 N CGA Z R IT41 1 264 2 279
(A= E TN IE ) T VA S VA R R 7 N

[0016] A% BH (1) S —Ff S 77 203 K FH T AR & BH 7 32 (RS 30 ) o A PR 362 X5
SAEET 2O T E DA 5], — PS5 A CCA R THI1 236 2 251 A%
TR NI 2 KA IR B, 55— 5 A CGA R LR P A 264 2 279 A & FERFE
N2 IR R A A S R

[0017]  REFPHUAAH AT LIAE A I SRBUAR B E A I BT o A8 50 a5 &b A 5 1 fa i ik
TRV T 2 ) s V2 8 7 VR K

[oo18]  7E—Ai sl 77 Kb, 22 /b —Fhbu i n] DL B 2 s R4 FAR id W 45 &, 19 W SR80
MFRED)

[0019]  7E 5 —Fhsiciti 7y Kb, 2 /b—Fpgifan] LIRS & BB AR5 &, B an il i e il
[0020]  7F 55— Ff szt 7y A, 22— Fhhi R nT DLRLIE F R 2500 45 G, 40 a0 A2 4 2 Bk
BRI (CAENIRES HANLE G ) o FERTIR I vk 2 AT s FE IR, m] LR I RE (1 %
T B [ AH B bR e R B 45

[0021] AR =X —Ff I dE a2 1) CGA 3R A7 119 52 v [ Bt A4k 1) 40 B ] LLIE ik 441 i Ko hler £
Milstein £E 1975 SERER I 7 753R15

[0022]  ARBHIEW K3l 5 N CGA L 411K 236 22 251 {7 Fll 264 &2 279 A& R 7
TR IR 2 KA (R A A SN M 1 B T AR

[0023] o2, AR AR T S48 H B s R BT IR BOR J7 VAR L LA O Ry e ek A
RGP R 3E G T AE FH 22 5 B B R0 o V25 sl s ) 7 75 o

[0024] [

[0025] & 1/4CGA ¥V 2k
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[0026] [ 2/4 AR HIIAE SRR (Dako) Z R ELER

[0027] [ 3/4 AR BHIAE S5 rDIEETE: (CIS-BIO) Z LR

[0028] & 4/4 {FE NEOLISA A3 #ri), K H T 107 45 L8 P 4 b FR o I 22 R0 120 43 ik i &
MR M A . FEAER <3.0 (404 ) .

[0029] S Jiifs]

[0030]  #4%}

[0031] - ¥RAEEAS CGA [1) 236-251 £ BRI B S B BT AR B i e AR (12x8).

[0032] - & EMBFIF A CGA FIEHE L. Cal 1=0nmol/L( #kEH) ), Cal 2=1nmol/
L,Cal 3=5nmol/L, Cal 4=15nmol/L,Cal 5=30nmol/L, Cal 6=50nmol/L,

[0033] - AEFHMEXTHR (L) o

[0034] - ¥HETHIEAHE (H) o

[0035]  —30mL #kEF (Dil)

[0036] 150 1 L &% X CGA (1) 264-279 £i7 K f¥) HRP FRid iR 45 &4, 100x W4 .
[0037]  —15mL 45422 P

[0038]  —15mL JEE4) TMB.

[0039]  —15mL Z&1E¥VR (0. 5M H2S04).

[0040]  —35mL PEEIEE, 20x W45

[0041]  FEERFV R A 1) ELTSA J7yk

[o042]  FE/7

[0043] FTHAWREASE FHH. £ (20-30° ©) FTHATHE .

[0044]  FEMMEANRE

[0045]  Fv A i 715 A% B B0 AR 2 AT AR AR SR R B AR T AR0RE Bx o BEHE T IR R vt
HERH BB 2 I AR FH 2 BT AR 50 1 L i3 +200 v L BRI R . A8, e dld it Bk
BUBATMIRIRS, R — R R 100 uw L 2R IEH . R HOEE 60 4340,

[o046] FEMEE G

[0047]  HEASEGARH 300 n L PEIRIE / FLEES = (3) WK, BRREFH R = fridfL. fEfmie—
WP I » L AR K 48 R TR Bk B2 AL

[0048]  fIAZiEH

[0049]  FELIIA 1001 L 4554,

[0050] HETIRAE T 30 7 %h.

[0051]  ZEAWEE )G

[0052]  GIHTLEERAT IR o

[0053] NN JEAE T

[0054]  FESLHIN 100 1 L JEEA T™MB, JEH00 56 BAE SRS hiR & 15 2040,

[0055] VAN &I

[0056]  REFLINA 100 1 L Z41B¥5 . 7E 2h DA ZEBEFR 1 _E e 450nm [ 0D (62 ) o
2 22 K 620nm R ) 0D,

[0057]  SEjif] 1

[0058]  EAwE[EHUIA
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[0059] CL4FEEA it KohlerfIMilstein 78 1975 S 1 146 T 07l 5 A CGA A FE MR
JEANIIE 236 21| 251 A7 2 HE B 7413 7R 1 2 e e 1 SO I B e FE AR (R IR 327 At
A 2E8) , M55 264 2| 279 A7 2 IR 741 R s I 2 IRs e e O IR e BE AR (AR hid R
INADUAE 1HB) o

[0060]  Hifk 2E8 7F Elisa H HAER DU Bk 1H6 H FHAE S HRP 455 kil B ik .
[oo61]  SEjifsl 2

[0062]  CGA PEIE T 5 JN o V25 [ A% oA it 24

[0063] &AL T —2H 6 A HE I, HAR A AN SV 1 :Onmol/L, &2 #HE M 2 < 1nmol /L, &
ih 3 :5nmol /L, BEHE S 4 :15nmol /L, &V 5 :30nmol /L, FEHENL 6 :50nmol/L.

[0064] A& H IR HE S AT Y. T CGA 1A BTk o T B IR i LU= A2 5 Al AL 1) R AR
CGA Fr EEAHZEW M Y, (Stridsberg, M 2 1993, Stridsberg & 1995)

[0065] /N AMBEHE T OD X nmol /L {E A B, A b v i 28 .

[o066]  RZAE I E A FAER 1 A 1 shfiiR .

[0067] % 1

[0068]
SEHEEIRRAES,  [nmol/1 CGA oD
1 0 0. 056
2 1 0. 178
3 5 0. 785
4 15 1. 743
5 30 2. 423
6 50 2. 886

[0069]  SLjfsl 3

[o070]  SEjifs] 1 4GS0 4R 2R 5 RS 30 55512 (Dako) - A AH G2

[oo71] X T i L %, A M Dako(Dako Denmark A/S;Produktionsvej

42;DK-2600Glostrup;Denmark) 54K & ki 85 1 A ELTSA W& (4ihd K0025) (1A 56k

T eE 55 120, AF AR B S e 1 RS R A — B AR TR 50 . PO R A 56K

AT ZAE A, FF5E T4k 2 el P AR e oMl e i, Hh g ie m 54560 54y

B PLRE 5RE £ 1 A LR RN FEIR A BB AR 1 A ORI AL IR E o IR 565 &

T A DUAR RS AR e 2 S REDUIR . i RIS R A U0 B 548 Dako R ESRGRIE. TE

TR i 52 ¥, S2H 450nm A1 650nm T[] OD.

[0072] XM RERER 29, TR, X A0 2 A A & 8 8 5 K50 & (ED

NeoLisa) $RAFHILL nmol/1 24 BA7 IEAR , Y AlIE 2 H Dako 536 iA7& (Dako) ZR1FHILA

U/1 9 BAr 5

[0073] R LIS HIE5 18, A B A 30X 75 & Fl Dako ELTSA Z [R]fRIAH I HE 2 IR UT 1. AHOC
6
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Z2H:0. 942,

[0074]  =Cjfe] 4

[0075]  SEHEM] 1 BRI AR 25 5 — B EAS I35 & (CIS-BT0) 2 [AIFAH M

[0076] &y T ik LL L, 7E A CIS BIO 1 W i) CIS-BIO Mg #% ki &% 1 A ELTSA £ 56 i 571 &%
(Chromo@; ™ it '5 :CGA-ELISA) 155121, 48 FH AR S WH IR S TtiAA) 1 RISz 36 2R i — L AR A
TR S o IR R IR B R 5 & A 24 T EP1078266B1 Ttk (A I ik & &2k T30
B, PRk 2 R R SSG NE R R B P 4 145 2 197 AL 2 R 79 T MR Ar
(13705 BB S B BT AR, R B 2 R e S A NG R R ER B P A1) 219 3] 234 A B R4
W IR AL/ B ST BE DT IR . 2 HEHIE 7 1 1 B P A Bk CTS-BIO A 38855 &5 o

[0077] iXLLESE R ERAER 3 . 7RI, X Bl (E /2 A CIS-BIO #3385 & (CIS-BIO)
PAFHICA ng/1 K S IERE, Y ShE RS AR I A 30 A7) & (ED NeoLisa) ZRAFLA
nmol /1 24 BLA7 5 dE

[0078]  F&A1f¥ NEOLISA 5 CisBio CgA ELISA Z|AJ[IAHICHESE . FHEFR %K <0. 451,
[0079] SCHE] 5

[0080] Ilfifk R fH

[o081]  'BXHAE 120 ki # M AT Fo 3L 107 4y HA I R A IO 3% — MURAE S kAT
Mg, K2 ME AT 4R,

[0082] 3K 2. IR R B F e ik

W B PR BA REYE (%)
1y W R IR 4 3 1 75
P 73 L T 30 19 11 63
i 2 10 7 3 70
i g 9 9 4 5 44
2 47 28 19 60
[0083] P2 b4k 6 2 4 33
Rl PR 2R 1 1 0 100
&t 107 64 43 60

Z Wi Bt PR BA 1t REBE (%)
BRI (OO D) 120 2 118 98

[0084]  JFAIFK

[0085]  <110> Kk &S Wi /it /)

[0086]  <120> MEE&RIER [ A e Il 2 v2: P AT &
[0087]  <130>156W0

[0088]  <150>EP10161375.0

[0089]  <151>2010-04-28
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[0090] <160>3

[0091] <170>Patentln version 3.5

[0092] <210>1

[0093]  <211>439

[0094]  <212>PRT

[0095] <213>Homo sapiens

[0096] <400>1

[0097] Leu Pro Val Asn Ser Pro Met Asn Lys Gly Asp Thr Glu Val Met Lys
[0098] 1 5 10 15
[0099] Cys Ile Val Glu Val Ile Ser Asp Thr Leu Ser Lys Pro Ser Pro Met
[0100] 20 25 30

[0101]  Pro Val Ser Gln Glu Cys Phe Glu Thr Leu Arg Gly Asp Glu Arg Ile
[0102] 35 40 45

[0103] Leu Ser Ile Leu Arg His Gln Asn Leu Leu Lys Glu Leu Gln Asp Leu
[0104] 50 55 60

[0105] Ala Leu Gln Gly Ala Lys Glu Arg Ala His Gln Gln Lys Lys His Ser
[0106] 65 70 75 80
[0107]  Gly Phe Glu Asp Glu Leu Ser Glu Val Leu Glu Asn Gln Ser Ser Gln
[0108] 85 90 95
[0109] Ala Glu Leu Lys Glu Ala Val Glu Glu Pro Ser Ser Lys Asp Val Met
[0110] 100 105 110

[0111]  Glu Lys Arg Glu Asp Ser Lys Glu Ala Glu Lys Ser Gly Glu Ala Thr
[0112] 115 120 125

[0113] Asp Gly Ala Arg Pro Gln Ala Leu Pro Glu Pro Met Gln Glu Ser Lys
[0114] 130 135 140

[0115] Ala Glu Gly Asn Asn Gln Ala Pro Gly Glu Glu Glu Glu Glu Glu Glu
[0116] 145 150 155 160
[0117]  Glu Ala Thr Asn Thr His Pro Pro Ala Ser Leu Pro Ser Gln Lys Tyr
[0118] 165 170 175
[0119]  Pro Gly Pro Gln Ala Glu Gly Asp Ser Glu Gly Leu Ser Gln Gly Leu
[0120] 180 185 190

[0121] Val Asp Arg Glu Lys Gly Leu Ser Ala Glu Pro Gly Trp Gln Ala Lys
[0122] 195 200 205

[0123] Arg Glu Glu Glu Glu Glu Glu Glu Glu Glu Ala Glu Ala Gly Glu Glu
[0124] 210 215 220

[0125] Ala Val Pro Glu Glu Glu Gly Pro Thr Val Val Leu Asn Pro His Pro
[0126] 225 230 235 240
[0127] Ser Leu Gly Tyr Lys Glu Ile Arg Lys Gly Glu Ser Arg Ser Glu Ala
[0128] 245 250 255
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[0129] Leu Ala Val Asp Gly Ala Gly Lys Pro Gly Ala Glu Glu Ala Gln Asp

[0130] 260 265 270

[0131] Pro Glu Gly Lys Gly Glu Gln Glu His Ser Gln GIn Lys Glu Glu Glu
[0132] 275 280 285

[0133] Glu Glu Met Ala Val Val Pro Gln Gly Leu Phe Arg Gly Gly Lys Ser
[0134] 290 295 300

[0135] Gly Glu Leu Glu Gln Glu Glu Glu Arg Leu Ser Lys Glu Trp Glu Asp
[0136] 305 310 315 320
[0137] Ser Lys Arg Trp Ser Lys Met Asp Gln Leu Ala Lys Glu Leu Thr Ala
[0138] 325 330 335
[0139] Glu Lys Arg Leu Glu Gly Gln Glu Glu Glu Glu Asp Asn Arg Asp Ser
[0140] 340 345 350

[0141] Ser Met Lys Leu Ser Phe Arg Ala Arg Ala Tyr Gly Phe Arg Gly Pro
[0142] 355 360 365

[0143] Gly Pro Gln Leu Arg Arg Gly Trp Arg Pro Ser Ser Arg Glu Asp Ser
[0144] 370 375 380

[0145] Leu Glu Ala Gly Leu Pro Leu Gln Val Arg Gly Tyr Pro Glu Glu Lys
[0146] 385 390 395 400
[0147] Lys Glu Glu Glu Gly Ser Ala Asn Arg Arg Pro Glu Asp Gln Glu Leu
[0148] 405 410 415
[0149] Glu Ser Leu Ser Ala Ile Glu Ala Glu Leu Glu Lys Val Ala His Gln
[0150] 420 425 430

[0151] Leu Gln Ala Leu Arg Arg Gly

[0152] 435

[0153] <210>2

[0154] <211>16

[0155]  <212>PRT

[0156] <213>synthetic

[0157]  <400>2

[0158] Leu Asn Pro His Pro Ser Leu Gly Tyr Lys Glu Ile Arg Lys Gly Glu
[0159] 1 5 10 15
[0160]  <210>3

[0161] <211>16

[0162]  <212>PRT

[0163] <213>synthetic

[0164]  <400>3

[0165] Lys Pro Gly Ala Glu Glu Ala Gln Asp Pro Glu Gly Lys Gly Glu Gln
[0166] 1 5 10 15
[0167] =
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[0001]

<110>

<120>

130>

<1502
<1612

<160>
<170
210>
211>
<212»

213>

<400>

Leu Pro Val

1

Cys Ile Val

Pro Val

Leu Ser

50

Ala Leu

65

Gly Phe

[0002]

KR F S WL 4y vl

FEFl

FERSRIR I A R llE i, duih Rk Al

156 W0

EP10161375.0
2010-04-28

PatentIn version 3.5

439
PRT

Homo sapiens

5

20

Asn Ser Pro Mel Asn Lys Gly Asp Thr 6lu Val

10

Glu Val Tle Ser ‘Asp Thr Leu Ser Lys Pro Ser

25 30

Ser Gln Glu Cys Phe Glu Thr Leu Arg Gly Asp Glu

35

40 45

Tle Leu Arg His GlIn Asn Leu Leu Lys Glu Leu Gln

5b 60

Gln Gly Ala Lys Glu Arg Ala His Gln Gln Lys Lys

70

Glu Asp Glu Leu Ser Glu Val Leu Glu Asn Gln Ser 8

85

76

90

11

Met

15

Pro

Arg

Asp

Lys

Met

Lle

Leu

Ser

80

Gln
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F

¢l

=

2/4 ;T

[0003]

Ala Glu Leu Lys Glu Ala Val Glu Glu

100
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