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Lo Aok 5% 2% B 5% R T A4 B T AR SR AT LA L A B 1 e 2l I e ) R B 2R R
By R AT T2, Pl BT R AE 2 Dt 28 IR Bl Eh 1R 1 Db 2 R AN B v BRI A7 AE S & — AT
SR, xS R e, i W R 7 TR ai AR AT 5 21 B B =2 AT Y KA
i £ 11 Wl BN B e O ELAT 0 3 K R IR B R4 Wl SR8, 58 AR B IR gk AT 40
o T EAFEHGR S LU T P BR LU 58 IR T B R

(a) g 5 22 sl R 5 AT AE WD B AT PR K BRI S — 2 B2 B 2 R sl R R ) 2 R
RE, ZREIFE L ~ 15 M RBEE IR DL BRI SH ARES / AT AR 21 D 2l B ik 2

(b) 7E pHAH 8 ~ 11. 5 iR 15 ~ 55°CF, ¥ & 2F W &l SR R e 2 R 1 i 1A B V7 W
IINEREEA 4 ~ M BB, A5 T 1R S 7 T iR i R % 10 ~ 60 738 ;
F

(c) fEpHAE 8 ~ 11. 5.3HE 5 ~ 30°C T, MR AW MBI — & &K, 1S IRE Y+
e P IR B R IR B IR TR B 1 ~ SmM, BB I R R 0. 2 ~ 1. OM ;
Hrp
JIT I IR I 2 B B AT AE MBI RT R B SEQ 1D NO. 4 I E ZEBR P4, HIT IR I 5 25 5%
JiE B AT A SEQ 1D NO. =1 AT 2 4Lk, 5 HA IE A A i D 0B B i 5 2% 58K
JIT IR i 1 2% B B AT T K BT SEQ 1D NO. 5 [ EEIR P41, HFmik i i 2 sk
FE S 2= AT AR A B SEQ TD NO. 6 FiT 7 2, T HAA IE RS 6 e U B B 0 R B AT AE
2. WIAURIESR | prEEsk i 7, Hod
BIR () o R EIR B IR AR R A T 2301 ~ 6 M E R L
DRI SH ARZE / AR DE 2 R vk 2 1 /2
e R (b) ™, 78 pHAE 8 ~ 11 30 ~ 45°C R, F & M 2 B2 s SR R 1 Dt 2 IR 1) iy
ERBIEBUMABIKEE A 4 ~ OM I BB A8 I 15 1R S A8 PR LR R IR KR 20 ~
0 ﬁj\@]” :Tfﬁﬂ
B (c) W, {E pHAH 8 ~ 11IRE 15 ~ 20°C R, KRS IMA B — & B R/K, ff
HRA %*#%a&&ﬁ&#%%mMWﬁ%ﬁﬁl~MM%@%ﬂmmﬁﬁﬁﬂo2~
1. OM,
3. UTACRIELSR 1 T BESR 1) g v, e B U B v R0 0 CE B B G
A WIBCRIEESR 2 T BE SR B 53, Ferb P Ui 2 v B 300 0 ICEs B B G
5. WIBCRE SR 1 BT BRI 77 7%, Hod Pl (9 B Bh s A R 32
6. WIBRIESR 2 BB sk i 7770, Forb B ud () B Bh 51 4 K 22
7. GORURIELSR 1 BT BRI vk, oAb ER () H BB AR E A 7.0 ~ 9.
8. WIRCFIE R 2 Br Rk, AP (b) H BBk E A 7.0 ~ M.
9. WIBCRIE R 3 BTk ik, AP (b) H BBk E A 7. 0 ~ M.
10, GIRCRIE SR 4 TRy vk, APk (b) s BhARE A 7.0 ~ M.
V1. GnRCRIE SR 5 TRy vk, 2B g (b) Fr BRI R 7. 0 ~ M.
12, GIRCRIE SR 6 BT Bk vk, Hodb Bk (b) F BBk E R 7. 0 ~ M.
13, AR EESR 1 T BEsR ) 5, Hodoab g (b) BRI A 40°C.
14, GBACREESK 2 PRk ) i, Hodob g (b) W BREEE A 40°C.
15, GIACRIEESK 3 T Bk i) Tk, Hod B g (b) W BRI 40°C.
2
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16. GIACRIEESK 5 BRI i, Hodoab g (b) W BREE A 40°C.

17, GnBCREESR 7 BRI T, Hedoa bR (b) W BRI 40°C.

18, WIRUREESR |~ 17 H BRI SR P23k 10 7 i, Horh B3R (b) HH g pHAE R
10 ~ 11,

19, WIRREESR |~ 17 H R —ABURE SR P 223K 10 77 v, P 23R (e) "It pHAE R
10 ~ 11,

20. WIBCREEK 18 T Bk i) vk, HodP g (o) Wiy pHAE R 10 ~ 11,

21, WORCRIEE SR 1~ 17 H AT —ASBOR) B SR i B sR it 7 3, A DR (o) K i &
AR AV P 2R B IR P M & R Rk R R 2 2. 5 ~ 3mM, By B30 ik B 7 R 2
0. 5M.

22. WIAURIEESR 18 FrEiskify Jyik, Hp BB (o) /KBRS Y PP R ok
- e A BB IR LA R 3 2. 5 ~ 3mM, B33 Bh I I FE R B 3] 0. 5M.

23. WIAURIESR 19 BrEiskify vk, i PR (o) /KBRS PP E R otk
- e R IR LA R ) 2. 5 ~ 3mM, B33 Bh 77 Ik BE A B 31 0. 5M.

24. WIBREESR 1 ~ 17 PR DBURE SR P2 K I8 i, Horp PR (b) i v )
FRE Ay 8M, 2BIR (b) H IR N 40°C, BIR (b) H iy pHAE N 10. 6, DR (¢) iy pHAE N
10. 6, P5% () HRKBIEAEHRA Y PP P2 R B R M2 B ik AR 2 2. 5 ~ 3mM,
BRI R FE R RE ) 0. BM,

25. WIRLAIE SR 18 ARk ik, Hdh DR (b) P i B BhFIR E y 8M, D IR (b)
[FIRELEE A 40°C, sB 3R (b) ¥ pHAE A 10. 6, P58 (c) 1) pHAE Y 10. 6, P58 () " /KHIE
ARG 1 D 2 IR SR IR Db 2 BRI iR FE AR B1) 2. 5 ~ 3mM, =5 9 B 771 1) 9 FEE AR R 2
0. 5M.

26. WIRURIESR 19 Bk vk, bR (b) il S Bk & 4y 8M, B3 (b)
[PRELEE A 40°C, P38 (b) (¥ pHAE A 10. 6, P58 () 1) pHAE A 10. 6, P58 () P /KHIE
AR A D) 2 B IR B IR 2P M & R IR R R 31 2. 5 ~ 3mM, B3y B 751 vk B 7 R 2
0. 5M.

27. WIRUAIE SR 21 FrgsR i 5%, b D% (b) A BB FIR B y 8M, D38 (b)
[FRELEE A 40°C, 2B 3R (b) (¥ pHAEA 10. 6, 2538 () H (¥ pHAE A 10. 6, 2P3% () F/KHIE
AR AV P Y R B IR P ML 2 R Rk AR 2 2. 5 ~ 3mM, By B30 ik B # R 2
0. 5M.
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RISEAEHESHMEBRENREZIRIZTEYH
HiE

[0001]  ACHIIE 2 FITE H O 1998 4E 8 H 17 H L HIE 54 03152330, 7. K B FR N “3R 13 A
AT TE A B V1 e P e ) Jl I 2% B 5 R R AR DR 53R (R R R 23 S R

AR

[0002] AR WIS K —FhE 2 Bt 2 BR B IR ~F DE 2 IR AT — P BV B SFIAF AE T, 345 HAT IE
B PO D P B 1 Iy 3% R By AT A DI BT AR K SR (K 5 3 o AR e e — M 1
TR A AT B I 2% B B S AT A T s

HERA

[0003]  Af R A MK AR, DILHA 51 ML IE . WA LR &

A 6 PRI, A el IR IS A BB . B ARSI R B

2, HOA M B YA BE R I P D2 IR B AT R, H A BE P & 0 — IR . gt

FHEE, NIRRT B RO AR 15 Rl RetE. SR, A — R e

HOT NI B 2= BA YIS AR R T R o Pz IR I e i 4

[0004] A6-All

[0005] A7-B7

[0006] A20-B19

[0007]  S~BE A FIB 43 AIACER IR & 28 1 Y 45 20 AR IR B, AR B ZE IR IL AL, 3 0
FEACRER 2 o B R BRI 0 o I N B B 32 431 TRt AT BLTEZ il — it i, PRI LG AR 25 5 T 1k

V2 ANTA] ) — it

[0008] E%ﬂT%AAHﬁ%%F%J%M%%%E’J?‘ﬂz NIFEEF R 2 — & HA 86 etk

FRIRFE I EME A ZE R BE I B 1, AR 3K B A A PR ok B2 il i A 35 P2l SRR C

PRAE I IE R . AR b i 2l — A ey - AR R P e B i 2R T

(1], & ez R A R4 55 B, 4 S- BafRAR (-S-S037) ZE:H] (EP0037255) » J4h, VA7

VAR LA B IR B S i e 2 IR BE R B 5 R (Biochemistry, 60, (1968), p622-629) ,

27 15 I TR ) 2% R B 2 2R R Ty, G 2 bl B i Bk a2 B SHAR IR T A7 AE T . “ I

TS D2 IR B X — ARIETR 12 B AY00E MRV L sl P & 2 b R IR — it

[0009]  DNA HEZH ¥ AR B Al i 22 sl 15 =T AE I A A4, JCIHLE %@Mﬁ%%ﬁjﬁ%

RIERRF AN/ oA TR R B X T N R 31 B B R R B i) 45 . ZERE

T R e 7 8 i) 25 1) i B R IR AN o IER B S Dz iR B . T 2 M H KA (BP0

055 945) il & NI R =TT AP IR

[0010]  PYAM K% — 4R MUAHE _ REG EEE R r B — AL EUR R S e _ SRS R

B BRI 3 B —S— TR PR X0 IR I 32 I o e B P 2k i R 9P —S— Tt R i 1) (0 15 42

af - IETRBES It BRBE TR - S R IR i Eh S IER S I Dz IR BE I R 5 R R

FRY T SR 4l — i % 3% IRV R o 4 — I I 32 i IR AV T ) (iR 4 — ISR 2R AR 0 3% D AR

4
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RNIR S - PrafAs i AR B 2 I A4l

[0011]  ZJTERIARZ A R PRS2 HAR G — 140D IR D AA P R, 25 R =1
PR, I THEAEZ PR, G KRR R R . L e AL R Bl 8 ) B R £
1k (sulfitolysis) R & F R AL, FlHH R 0% IR R IR (EP 0 055 945) . fELL
Ja L= At it R A, FIFES AR KA

[0012] G A R KT AL BEE D I8, il it DNA B4 A il 46 AR 5 R sl AT A = R
SRR

[0013] EP 0 600 372A1( 5% US5, 473, 049) F1EP 0 668 29202 ATF T —Fiifil 4 ik & 25 6k
Jit 5 B AT A S T v, AR T R AR TR, W02 AU, AR & /b — Fh B LA, i
PR 2 SR ER RN D0 T, A0 106 5 22 s 5% AT AR (0 i R R 2B S N, 4 SR I 0 2 B
FATED TR AR IE B A 1 D2 R B O IE R S R RS . fE AT VE T, X
LB HE 17 58 DAMRAR IR BV AR AT &8 — P s v B 370 B 22 P s v B SRR R A I R K s 5 AR
Jo, BB E AR SV S ME K RIHTIR S

RZIAAE

[0014] [T, R ILBE S 2 80 5 24T AEM A ESIT SR AT AR = S nT LB LR

AR A T B W] Ly b3 B ORI R B IN 8], SRR, B M s IR B R R 1 Mt R
BN FTAR R 7K BT B A, AR AR SR — 25 o A B S S NS R e IMANE
T B KIS A AT R R ARV AR s o g P38 B MK TR RBR A4, A A (1 2 B 2 R sk Bh R 2
It 2R () FEE IR B — AN 6 RV B, AN TTASE A5 i 4 2 TE BRI 3T 28 SR N

[0015]  [AIML, A BHI Je— P AE 2 It 2 R Bl 3h 1R It 2 BR AN B B RIAPE T, 3-45 By
A B 110 I 2 I e 110 i 5% 3% BRI 3= 0T AR W I mis R () et 18 92, 20 2 B B A IR S it
LA

[0016]  (a) ¢ Jig & 22 BUWR &5 22 AT ARV I RT PR KK BV S — 2 | P D e B Bl SR R 1 It

AMRIRA ATIF R — AT PR TR 1 ~ 156 AP IR e ER IR L2 B 1) SH VR
[0017]  (b) 7F pHAHZI 8 ~%J 11. 5 L FE 4 15 ~Z 55°C R, 14 2 21 W IR BR 2h % > Dk & 1%
[T BIE BN B E A 4 ~ OM ) BRIV v D, AT BT AR G AR PR L N IR FE 4
10 ~ 60 7358 5

[0018]  (c) 7E pHAEZ 8 ~ZY 11. 5 RJEL 5 ~2 30°C T, RGN — & &K,

fFARIRA YD 2R B IR P R IR AR R B K2 1 ~ BmM, 25 ¥ B 771) 9 P 4 B
0.2~ 1. OM,

[0019]  fLikHh, Frud i 7 VI — ok,

[0020]  7EER (a) o, W BR et M1 M el e B A Y TS B — AT i DL 2= R %

51~ 6 I EEREER R R IR 1) SH R AL &

[0021] I8 (b) P, 7 pHA{H 8 ~ 11.RJE 30 ~ 45°C T, B E Ik e s R B e s e
(R AT PR BRI N B FE A 4 ~ OM 1K) BS v B3RV v » A T A9 VR & WD A T IR RS AR FF

20 ~ 40 4%

[0022]  TEDER (c) ", 7E pHAE 8 ~ 11 IR 16 ~ 20°C T, BB G M A B — & &= 17K
o AR AP P P 2 R B B DR 2R IR B AR R 2R Y 1 ~ HmM, B 37 B9 FE A

5
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FEF 0.2 ~ 1. OM.

[0023] BV E)FI N EK G D REE HT T U8 AL A4, Wi PR SR R Bk 1% . £ 18
AR — I WHAR 2 .

[0024]  HR#E A B, A3 SR FH ) B v B35 A IS B BRI, e S e PR 25

[0025]  MRAE A B 51, B BR (b) o, B BRI LB W FE A 7. 0 ~ OM s DL eIl B2 R
40°C ALIER) pHAE N 10 ~ 11,

[0026]  HRHEA K B 7%, 2P BR (o) A, ARIERT pHAEA 10 ~ 11 sVR-EWHE N A 7K 1T
I 5 A AR G b 2F Db 2 R B R B2 - M IR ik B A R 3 2. 5 ~ 3mM, BS3 B3R ik
B 0. 5M [ &,

[0027]  SEARIE KA, MR AR B ) 7 V2 R I AR — Rl 7 vk, Serp 2B 3R (b) A i B BRI
WKL N SML I8 K408 40°C, pHAE KL 10. 6 2BIR (c) F19 pHAE KL 10. 6, KK
IR G WD D B B R 1 D 2R I R AR R B 2.5 ~ 3mM, B ¥ B 71 I
FERRER 0. 5M [ & .

[0028] AR A BH IR 77 322 0T ol 46 1100 g B 2% BRI = 0T AR I a1, R ) R TR I 25 i, G
O I e A LA B 1

[0029]  JREG BEATAED R RARIE G FRIAE S Z (DL SEQ 1D NO. -1 = AJRE M ARE ;UL
SEQ ID NO. :2 = ANJHEES 21 B BE, JF AR ) BiahWide 5 2 BT AR, Ho 5 RN B = AN )
ZAAE T RN 2 0 22 b — A RAR AL R R B B e fn / B In T 2 b — AN s B R
WRFERN / BRI 1T AS A2 AH [F] B RAR N 5 25 IR LR 2

[0030] AR A K BH 9 75 V2 A5 6 A LE A B 1 Db 2 IR B 1 R 5 25 R B R AT AR I
BIAR, AL L EP 0 600 372A1 (8% US5, 473, 049) S EP 0 668 292 A2 H Fifiik i 75 vk
il 2% A IE AR BEA  ID 2e R B ) i 5% 22 U B = AT AR, b TR 1) 7 vE R R
Bl El A g 2 1 B EAT B SR, o A, AT IS IR TR AR K B, LS ZEWR B A% | 24k
w8

[0031] W] LI FI A4 il 2% 14 JR By 2% sl I B i AR A m] DA S U bR A X T SRFiiags -

[0032]

/s——— s
W
y—— CyS ——Cys — Cys—— Cys —— 3 —__
(Af) A (Al Y$ T RP——OH
iS S o,
T S
R1 Cys c
ys Y
(B1) (87 (B19) (B30) g
[0033]  H:A .

[0034] Y Sy m] LA gwbd 1) = FE IR TR L
[0035] 7 & a) &t H AR KGRz IR 1) — Fh 2 FE IR R %
6
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[0036] b) HA 2 8% 3 M2 ILERIREE IR, 12 IR 1% v 25 A RS 2 IR SO 2z R e 2t

[0037]  ¢) HA 2-35 AR ZER g i Iz ZE IR IR, &A1 1 ~ 5 Mz IRIR AL, 8L,

[0038]  d)OH,

[0039]  R' ARARAIREIE (Phe) s—ILMmEE,

[0040]  R® Ay W] 2[RI 4w I 2 SE PR TR 2k »

[0041] 4 T AL AT B T34 1 Jik B 22 Bl 5 3= Ar AR o8 1, W AR AR 5 A

TR IR T A F R3] A2-A20, [FIFE A B2 BN 32 B B 57 4 B 5L

B2-B29.

[0042]  JIRFIER AT R NAEREE N, s sH . X T eSS

U1 A6, A20, B1.B7 5 B19 XNV T 5 58 A BEBK B BErh 2 SRRV IE AT B

[0043] R IR G I 2 TR R IR I — R TR H IR N R 2 PR 5 2 R A2 TR
AR ez TR VR A 2R R AT R 2 R B 2 BT DE 2R R R R 2L 2

Ezz\ZE%ME%%le&ﬁi%@&@%@%Eﬁ%@&%ﬂﬁ@ﬁ#ﬂfn%@m

[0044]  ZWIEE B 2R 1K) “A2-A20 FRIEE” FIL“B2-B29 FRAL” W] LAZRF A, ﬁﬂ#%ﬁ@i%ﬂ% ‘%%

MR FERR T B R AT “A2-A20 FRIL” 1 “B2-B29 FRIL” F& 1 2@ it H:

PRI 20 6 1) 2 S IR 5 TR T B ) N R I 22 TR AH Y 2 R 1R 41

[0045]  fn AJEEESZI A #EHA LU T )P4 (SEQ ID NO. :1) :

[0046] Gly Ile Val Glu Gln Cys Cys Thr Set Ile Cys Set Leu Tyr GinLeu

[0047] Glu Ash Tyr Cys Asn.

[oo48]  AJBil 3 B #E A A LA F%1) (SEQ ID NO. :2) .

[0049] Phe Val Asn Gln His Leu Cys Gly Ser His Leu Val Glu Ala LeuTyr

[0050] Leu Val Cys Gly Glu Arg Gly Phe Phe Tyr Thr Pro Lys Thr.

[0051]  ZEIXAREUE T, 2 T A R W RABEZ (Asn) , R HZKN R (Phe) , Y A9 2R

(Thr) , Z 24 OH,

[0052] AN BH 7 vERE A A T4 X T [ 5 25 B30RR 5 A AR 1 A 1k, b kR

S rm (X 1T HPRER),

[0053]  R*-R'-(B2-B29) -Y-X-Gly- (A2-A20) —R’ (11)

[0054] M :

[0055] R® Jya) —ANEJE T,

[0056] b) it @2 (Lys) FkEZEE (Arg) B M2l SEMRVR IS, 8

[0057]  ¢) BA 2 ~ 45 P2l LR VR Ik K, IR % B im & A i 2 B (Lys) BUORS 2

(Arg)

[0058] R A RAZ RS (Phe) slidLiNEE,

[0059]  (B2-B29) Ay AJEE & 25\ B i 22 BlBR &5 AT A4 1% B 8 | B2 31 B29 A1 & F 12

FERRVR IS, FTIAAT EAE— B AN IR LA B AR SO,

[0060] Y Jg—n]BE R gt 1) 2 L IR Tk 2

[0061] X b a) & HAEMR (Lys) MHGZEIR (Arg) HI— Do EEmIkEL,

[0062]  b) HA 2 ~ 35 P2l SERRVR AL B, MK N- I R Jk v & A iz iR (Lys) Bk

AR (Arg) Wk, sl
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[0063] c¢) BAT 2 ~ 35 DMAERGE R PIK, b & 1 ~ b5 MAREE,
[0064]  (A2-A20) Jg AJWR IS5 Bk i 32 B0 5 = AT AR B BE L A2 31 A20 F7 & EIE
FERRIRIL, PTRAT EMAE— DB NI AR,

[0065]  R® Jy—N] S RI4nfid f¥) 2 FE IR TR I

[ooe6] 1. PRIEMIAE, /£ 1T 7 -

[0067] R* 4 a) —PEJRFIK

[0068] b) HA 2 ~ 25 NEEEMEIEMIK, KR S AR AR (Arg) R,

[0069] R' A— /KN RIEE (Phe),

[0070]  (B2-B29) & AJ# %2 B BE B2 3| B29 i & L R FEMILIE,

[0071] Y AL AN (Ala) .FR MR (Thr) FILEEE (Ser) H—MEILIBILIEL,

[0072] X AEFEMRILILRER (Arg) A NEE 2 C BRILRTFHHIIK,

[0073]  (A2-A20) &= A2 B BE A2 B A20 A1 8 L IR FERILSE,

[0074] R’ 4ik B RAWEE (Asn) 222 R (Ser) FIHZER (Gly) MI—aIEMIEIE,
[0075]  AJ#E C #E BA LV NEERTH (SEQ ID NO. :3) -

[0076] Arg Arg Glu Ala Glu Asp Leu Gln Val Gly Gln Val Glu Leu GlyGly

[0077]  Gly Pro Gly AlaG ly Ser Leu Gln Pro Leu Ala Leu Glu Gly SerLeu

[0078] Gln Lys Arg.

[0079] 2. ARIEMIAE, 7EX 11 .

[0080] R* 4 a) — AR T

[0081]  b) BAH 2~ 15 NEFEBRIREEMIIK, &K% v & A F 2 Rk (Arg) ,

[0082]  R' A— KWL (Phe),

[0083]  (B2-B29) J& AJ 2% B BE B2 Bl B29 A8 R FEIRIL S,

[0084] Y Rypad@hkIt (Thr),

[0085] X NEFEMIZIEAGEIR (Arg) BUEA 2 ~ 35 PMREEMTEFE AL, Z KA im AR
i PR S I IR TR S, TR RS AR (Arg) A1/ Bz R (Lys)

[0086]  (A2-A20) & AJHE % B BE A2 B A20 A7 E b L RIR A,

[0087] R’ AHZIEFRIEIERAWNZ (Asn) sk HZER (Gly) o

[0088] = T [1UMiF /e R ok B RAT MR 7 23520 1T s iR R X (938 0 2R 741, 7%
57 RIBE AR, W R S A AR SO KBS B S M E R AR . S R 2
JE B3 A BEALE A21 BRI . P Y R E B BEALE B30 bR
[0089] [l I IR LA 2 /0 R A R B E IR R R A B BB R
[0090]  FRJIKEE B J2 bk 25 s B MR B i Hom b (A M 2 R IR VR 55 i Arg BX Ly s 4N IR
(Kemmler 55, “EMAL A 247 246, p6786-6791)

[0091] M\ 1 A $2 B AT, 91 2, v DL 262X T BT (98 IE AR BEA 1R DR 2 R B 1 i 5 32
B FZATEY), Hoh Y, R, R R, A2-A20 AT B2-B29 [ S | HRER BN, JF H Z 2R
MRy%IE (Arg) K ARIE Arg-Arg 5L —OH.,

[0092] A\ 2 FRER BRI, 90, W DL £ X T BT (198 1A B 1R IOk 2l R B 1 i B 3%
SRS B ATAEY, o Y, RN, RS, R®, A2-A20 1 B2-B29 & Ll 2 R EI, 3 H 7 RR R

8
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MRk (Arg) JIKIERES Arg-Arg B} Lys-Lys 8% —OH.,

[0093]  f5Hh T KSR, AT AFERUAEY P K 1T g arf& (EPO 489 780, EP
0 347 781, EP 0 453 969) o il A W%, ik PR AR AR 18 K i v sl 2 B P 3R A5 3R 1k
BT ACAE TAAERN (BP0 489 780) i /3 b B KR .

[0094] A BH (1) J7 ¥ 0] LA B 4K FH 40 B i i 1y =TT 1) 6 B 22 B0 0 3= A 2B 4 1 T
I ZETRATIAR S8 K E MR B R B FIHED 24 8 . AR, o n] ISR Pt 7 /92
LT FTAA, 9 an 28 ek i i s w24 O A4

BHEIHEAR

[0095]  sjitidsl) 1 (Xf REH], BRAHAR )

[0096] ARSI KA 4L R (BP 0 489 780) , 4 HH B NAA LI F A1)
REEH.

[0097]  JEZZEJEFH) 1(SEQ 1D NO. :4) .

[0098] Ala Thr Thr Ser Thr Gly Asn Ser Ala Arg Phe Val Asn Gln HisLeu

[0099] Cys Gly Ser His Leu Val Glu Ala Leu Tyr Leu Val Cys Gly GluArg

[0100] Gly Phe Phe Tyr Thr Pro Lys Thr Arg Arg Glu Ala Glu Asp LeuGln

[0101] Val Gly Gln Val Glu Leu Gly Gly Gly Pro Gly Ala Gly Ser LeuGln

[0102] Pro Leu Ala Leu Glu Gly Ser Leu Gln Lys Arg Gly Ile Val GluGln

[0103] Cys Cys Thr Ser Ile Cys Ser Leu Tyr Gln Leu Glu Asn Tyr CysAsn

[0104]  JE = JRPH) 1 X T 1T,

[0105] X 4 AJBeki 25 C- ik (SEQ ID NO. :3)

[o106] Y 7Rz (B30),

[o107] R MR (BL),

[o108] R* K HEA 10 MNaFEMRIKEERIIK,

[0100]  R® G RAWERZ (A21) FI

[0110]  A2-A20 s N &S 3R A BERI AR P2 (B MRIREE 2 ~ 20) ,B2-B29 J& AR E 2=
B HEMAA IR FY) (RIERRILFE 2 ~ 29)

[o111]  HAWEEZRIRFH) 1K RS 8 5 S8 AR A KT R 40 L P, 1 T A ik
o I, 900 0 B A N, SR FH H 20 1 o s ) SRV AR 4 L, B I8 HH SR B 2 AL TR A
BT

[o112]  H4r S 2K 20kg HA MRS RIFTH) 1 MELS EO A GETHTERTY
ML HPLC 7 & e B 2 IRl & SE A& 8, 45 2R 00 50% ) AR T 550L.pH {4 10. 6 FJ 8M
PRECHIH o BIERITE, B 0P R I A > YT BB BN 9000L, pHAE 2 10. 6 AT
MR A 4 CHIE LR BRK VAR (Bkg s IERIRAKEY) o

[0113] 200k K%y 24 /NI B S N, 353 M F HPLC, 7€ HX At s i B IE R B
Dz B B R e i R R P4 1 IS R 3. Ok, AHS T 30 % FRFEAL A

[0114]  A] IN f HC1 %4 9500L ¥ v () pH A R "7 2 5. 0 I 4T 70 8. 2R )5, A IN ) NaOH
¥ pHAER T2 90 FEWHP NN 3g R ST ARG RS HPLC M2 45 R, B 2 DRI
PRI FER R 2R & 2 1. 25kg.



CN 101186940 B WO B 7/12

[0115]  ZMRJIKMG B 2 ), AT (il alifl, [ n] 13 B JE B 22
[ot16]  AJREZXTN T2 T,
[0117] Y A H2i& (B30),
[0118]  Z & OH,
[0119] R AZRHZAIR (BL),
[0120] R’ A RAWERE (A21) F
[0121]  A2-A20 2 NS5 3 A BE R R 74 (R AERRIEEE 2 ~ 20) ,B2-B29 2 N5y 3
B BEMIZIEIRITH) (A IEIRIRIE 2 ~ 29) .
[0122]  AJBE 2 2 1 SEQ ID NO. 1 F12 2k, b e ) 1 F0 2 J2 il \E A B4 1 Dt =R
BRI IR
[0123]  WIEP 0 668 292 H AT G, v m ik W A IR ATk i fnatifk . SA % 2
[RIVE R K A B T VR pH A S, 7T DA ERER H B At — P AT 4k .
[0124]  HPLC Z3#7
[0125]  T-95°CF, 44 0. 5g IR I /E 40ml IR T 2 70 Bh, 1 oM )RR
50mM ] tris (pHAE A 8. 5) <5mM [ £ &V 1% (EDTA) 1% 1] 2- 3% %k L 10mM 1) —Hii 75
BEEL, SR 5, 75 14000g FESL 20 435k, B 0. 02ml [ IS5 W0m 2 e Ry AE (i AE |
[0126] H+ :®Nucleogel RP300-5/46 (Macherey&Nagel, Aachen, {5 & )
[0127]  FRFE L2009 A :0. 1% = L& (TFA)
[0128] ZEMIE B :0.09% TFA/ ZJiE
[0129] &/ :55°C
[0130]  i&AT.SMINF[H] :40 43
[0131] 6 B DAXT R Faa 47 B[R] Y 22 Pl B IR R R
[0132] 10 735 25%, 12 235 60%, 13 2341 90%, 15 4341 100%
[0133]  VALIH :1ml/ 4%
[0134] Kyt K :215nm
[0135]  JEga Ry MR BE N TR] <24 19 2%
[0136] S 2 ( AR BA 5 )
[0137] T8 ik Fagt A5 A5 i ) K Sl A B 4 RO b AT R e85 9% (EP0489780) , il % Hi FL A7 S it 51
L R R R T ARG A (JEE R4 1.SEQ 1D NO. :4) .
[o138] HAMSERIRTH) 1 MERKMFEGEAREC K WA LA, Rk, &K
PR IR G, B0 o B AN Y, B v R S SR A 4 1, B S ok B0 3 B BB R 1 ik
AR,
[0139]  H bkg [ER IR Mzl IR /K5 W N2 & 40kg F-A & H LG & B /KB FE R T
(IR IER ) o
[0140] K& A ERIE T | EFR (4 HPLC I E & BB R e & E AR E A
50% ) T 40°CHfARF] 5501 pH{E A 10. 23R E h SM AR Z¥WH . £F pH{E N 10. 6 FIIE
FEA 15 CRIZAET , BT iE BN A 9000L FRI7K
[0141] 22 K&y 5 /NI 58T B W i, 18 43 A F HPLC Wl HH s Ry mh AT IE A B 1 I
AR IR S =G FEA) 1 E = 10. Okg, AH49 T 50 % AR LA

10
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[0142]  F IN HCI ¥4 9500L ¥ i) pH AE V1 21 5. 0 FFREAT 7055, FHAS N INNaOH 44575 1)
pHAEVHT 2 9. TR I 10g i EEE. 45 R/ 1593) 4kg B 2 R IR um b 2 IR ik ik
OB Ry 2% . FREIAHE B AT MG, A9 B AR 28 (SEQ ID NO. 1 AT 2, 7 IEFABE & IR
BRBE) o

[0143] SR FH WS BB g o VR A T Mk 4 P 44k o

[0144]  FI/KARRE JFREAT pHAE YR J5 , A] HECR A (il Ak — P 4l & A8 B = i e it
Y.

[0145]  Sjitifs] 3 (X RS tifsl, IRA HAR )

[0146] i i Wi A8 Ul B K W AT v A L EAT R I R 97 (EP0489780) , il 4% H HLAT 1 #1) 2
R A RS R B

[0147]  JEEZEJEFH) 2(SEQ 1D NO. :5) :

[0148] Ala Thr Thr Ser Thr Gly Asn Ser Ala Arg Phe Val Asn Gln HisLeu

[0149] Cys Gly Ser His Leu Val Glu Ala Leu Tyr Leu Val Cys Gly GluArg

[0150] Gly Phe Phe Tyr Thr Pro Lys Thr Arg Arg Glu Ala Glu Asp LeuGln

[0151] Val Gly Gln Val Glu Leu Gly Gly Gly Pro Gly Ala Gly Ser LeuGln

[0152] Pro Leu Ala Leu Glu Gly Ser Leu Gln Lys Arg Gly Ile Val GluGln

[0153] Cys Cys Thr Ser Ile Cys Ser Leu Tyr Gln Leu Glu Asn Tyr CysGly

[0154] B ZRIFFH) 2 X T2 1T, A

[0155] X M AJBEEZ M C-JIk (SEQ ID NO. :3)

[o156] Y hyJrz itk (B30),

[0157] R ARHAEIKR (BL),

[0158]  R* 4y HA 10 MBI EEMIK,

[0150] R 4 HEMR (A21) Fl

[0160]  A2-A20 52 A\JRESF A BEMIRILIRPA (IR 2 ~ 20) ,B2-B29 S AP iy 3%
B HEMA AR P (RFEMRILIE 2 ~ 29)

[ot61]  ACA IR FRIRF 2 (R ERE& t A AL R AT T B 4i L, O T8 e ik A4
RET , B 0 73 B A0, SR P A5 30 PR vy H ) SRV RHCAEE 4 Y, R0 R i) ik 2 0 Y Al ik
BT

[0162]  Kror SR 20kg AR BRI 2 WES EAEAE (GETSHETRERTY5 ;
MWL HPLC ) 5E & i B SRR S s E R & 3, 45500 50% ) T 20°C 444 1, ¥R T 5501 pH
180 10. 6 [¥) SM R WM o BB 9000L, pH {4 10. 6 FIHRLE A 4°C 12 P iRk
VAT (5kg shEEERARAKEY) ) o

[0163]  223d K2y 24 /NI 8 S M. i, T8 43 Afr FH HPLC 90 S S My b B IE A B 1)
P PR BRI R RSP 2 B & &4 3. Okg, A T 30 %6 AL k3.

[o164]  A] IN Y HC1 5 9500L VAV Y pHAE T2 5. 0 FFEAT 70 8. 2R)5, ¥ 0 IN ) NaOH
W pHAEETT 3 90 FEEMP NN 3g MR B8 M4 HPLC e, A 2 MR ik 2 1R
WL IR B ZATAEY &N 0. 98kg. MRS =T AEYI N T 1, K,

[o165] Y hyurz ik (B30),

[o166] 7 AFGEIR - FiaIR,

11
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[o167] R' NZRAEER (BL),

[0168] R’ A HZE®E (A21) F1

[0169]  A2-A20 ;&2 NI ER A BEMZAEIR 41 (2 SRRV AL 2 ~ 20) ,B2-B29 J2 AR5
BAEM A REIR ) (E MR REL 2 ~ 29), H1 SEQ 1D NO. :6 F1 7 ZH 5, 1% M5 4N 41 i i 1E
(1) I 22 PR B AR b

[0170] 5300 Ik WA BAH A g A T IR i AfiAd

[0171]  EA IR R AT AV VeI FH KA R 7Y pH ARG, ] DL BELRER A (s A gk —
AT A

[0172]  SEjEf) 4 ( AR T

[0173] T8 ik a8 A4S i R K W A B 40 O BE AT R 8% 9% (EP0489780) , 4 i S a) 3 il %
AR 2 G EE (SEQ ID NO. :5) .

[0174]  BARERIFTFH) 2 (3R E R RlG & A AL RN w40 M, T8 Ok
REEE TR ST B0 70 B 40 L, B e S0 SR R 40 o 38 e 90 0 B BB TR Rl R
AL

[0175]  # bkg KRR Mzl IR /K5 W2 & 40kg F-A & H LG & B /KB FEE T
I A IER ) o

[0176] W EH RS RIRFA 2 FBFR (L5 R ERE 8T, SRS 2 S E A
WE R 50% ) T 40°CH AR 5501 pHAE Ky 10. 23R M K R 2V o 76 pH{E A 10. 6
MEREA 15 CHRIZAT T, ¥ FrikiE s m A 9000L (7K

[0177] 22 K& 5 /NI 5E T & N i, 18 23 A7 F HPLC Wl e H BT LE A B 1 I 2 P e
[ S 2R P41 12 0 10. Oke, AH24 T 50 %6 AL 32,

[0178]  FH IN HCI 4 9500L %5 I¥) pH A YR 53 5. 0 F-EAT 43 25, PRI INNaOH %904 pH
R RN 90 AR I 10g IR EE 1, 45 RA5 31 2. 8ke I B Z=ATAY) (HPLCINZE ) ,
JiE B AT At SEQ 1D NO. <6 1 7 R A A 8, 1A 41 8 ek 1 A e 1) D 2 I B A0 Ut
[0179] SR AW BB i v v d AT e e AT 44k

[o180]  FHIKAGBE FHEAT pH ALY 5, W HEER H A At — DAl & N =074
[FIBENA) o

[o181]  J¥4I3k

[0182]  <110> Fi] 3¢ W 2547 [E A B A 7

[0183]  <120> 3R{5 BA IEMASHEG I e 2 R 5 1 IR = 22 BURR B = AT AL 1) U7 v

[0184]  <130>11C031422

[0185]  <160>7

[0186] <170>PatentIn version3.1

[0187]  <210>1

fo188]  <211>21

[0189]  <212>PRT

[0190]  <213> KmHtr &

[0191] <4001

12
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[0192]

Gly Ile Val Glu Gln Cys Cys Thr Ser Ile Cys Ser Leu Tyr Gln Leu
1 S 10 15

Glu Asn Tyr Cys Asn
20

[0193] <210>2

[0194] <211>30

[0195] <212>PRT
[0196]  <213> KJHAT I
[0197]  <400>2

[0198]

Phe Val Asn Gln His Leu Cys Gly Ser His Leu Val Glu Ala Leu Tyr
1 5 10 15

Leu Val Cys Gly Glu Arg Gly Phe Phe Tyr Thr Pro Lys Thr
20 25 30

[0199] <210>3

[0200] <211>35

[0201]  <212>PRT
[0202]  <213> KJHATE
[0203]  <400>3

[0204]
Arg Arg Glu Ala Glu Asp Leu Gln Val Gly Gln Val Glu Leu Gly Gly
1 5 10 15

Gly Pro Gly Ala Gly Ser Leu Gln Pro Leu Ala Leu Glu Gly Ser Leu
20 25 30

Gln Lys Arg
35

[0205] <210>4

[0206] <211>96

[0207]  <212>PRT
[0208]  <213> KJHATE
[0209]  <400>4

[0210]

13
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[0211]
[0212]
[0213]
[0214]
[0215]
[0216]

Ala Thr
1

Cys Gly

Gly Phe

Val Gly
50

Pro Leu
65

Cys Cys

<210>5
<211>96

Thr Ser

Ser His
20

Phe Tyr

35

Gln Val

Ala Leu

Thr Ser

<212>PRT
213> KIght i

<400>5

Ala Thr Thr Ser

1

Cys Gly

Gly Phe

Val Gly
50

Pro Leu
65

Cys Cys

Ser His
20

Phe Tyr

35

Gln Val

Ala Leu

Thr Ser

Thr Gly

Leu Val

Thr Pro

Glu Leu

Glu Gly

70

Ile Cys
85

Thr Gly

Leu Val

Thr Pro

Glu Leu

Glu Gly

70

Ile Cys
85

Asn Ser Ala Arg

Glu

Lys

Gly

55

Ser

Ser

Asn

Glu

Lys

Gly

55

Ser

Ser

Ala Leu
25

Thr Arg
40

Gly Gly

Leu Gln

Leu Tyr

Ser Ala

Ala Leu
25

Thr Arg
40

Gly Gly

Leu Gln

Leu Tyr

14

10

Tyr

Arg

Pro

Lys

Gln
990

Arg

10

Tyr

Atg

Pro

Lys

Gln
990

Phe

Leu

Glu

Gly

Arg

75

Leu

Phe

Leu

Glu

Gly

Arg

15

Leu

Val

Val

Ala

Ala

60

Gly

Glu

Val

Val

Ala

Ala

60

Gly

Glu

Asn Gln

Cys Gly
30

Glu Asp

45

Gly Ser

Ile Val

Asn Tyr

Asn Gln

Cys Gly
30

Glu Asp

45

Gly Ser

Ile Val

Asn Tyr

His Leu
15

Glu Arg

Leu Gln

Leu Gln

Glu Gln
80

Cys Asn
95

His Leu
15

Glu Arg

Leu Gln

Leu Gln

Glu Gln

80

Cys Gly
95
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[0217] <210>6

[0218]  <211>32

[0219]  <212)>PRT

[0220]  <213> KJmkT
[0221]  <400>6

[0222]

Phe Val Asn Gln His Leu Cys Gly Ser His Leu Val Glu Ala Leu Tyr
1 5 10 15

Leu Val Cys Gly Glu Arg Gly Phe Phe Tyr Thr Pro Lys Thr Arg Arg
20 25 30

[0223] <210>7

[0224] <211>21

[0225] <212>PRT
[0226]  <213> KJHATH
[0227]  <400>7

[0228]

Gly Ile Val Glu Gln Cys Cys Thr Ser Ile Cys Ser Leu Tyr Gln Leu
1 5 10 15

Glu Asn Tyr Cys Gly

0229
[0229] 20

15



