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L. — R RIS, HAL 4 5CHRH 1-29% /02160 % MR (0L M 551, 3 — b A
RPN KINTE B, Horb il IS RINE e B A b (1) 55 — MG 58— A R IR T 4
TR, IF H TR I KRINTE BGRB8 =K S B R E R S DY 2
R

2. — R UK K IR AL A4, Hof & H5GHRH 1-29% /b #4960 % AHE [0 2L 8 771 , i —
TR R BT B R IR I ORI HOE AR, e B B — NS s R R A LA
TR FEERAS 4FI8; 5HN12; 8F112,;8F115;9H116; 128116 12F119; 158122 18F125; 21 Fl125; 21
1285224129,

3. PRI A, A I MW A LK P51 -

X1-X2-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-X17-X18-X19-X20-
X21-X22-X23-X24-X25-X26-X27-X28-X29

Horpr

X1 NTyrBHis;

X2 ~NAla.D-AlaBkVal;

X3 MAsp;

X4 AT aB A BA R LR 5

X6 M11e;

X6 }Phe

X7 MThr;

X8 MG In AsnBLAE BRI TR 5

X9 N Ser BUAT R TR ;

X10HTyr;

X11 ~NArg AladfGln;

X124Lys Ala.GInBAC BRI L 5
X134Valdklle;

X14:HNLeu;

X154G1y AlaBi A Bz L 1 5
X16 4G1nGluBAS B S 1 5
X17NLeu;
X18A4Ser Tyr BUAC IRz L 1 5
X19MA1aBAZ BR A L IR 5

X20 NArgEiGln;

X21 ALy s GInBRAZHRE LR ;
X22 N Leu AlaBi A2 R FE T ;

X23 ALeu;
X24°4G1In.GluBHis;
X25°NAspGluBL AT Rz FL 1
X26 N11e;

X27 AMet. Ile.LeudNle;
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X289 Ser B AZ R HL IR

X29 NArg Ala.GlnB A BEE LR

H A Frid R KRI LA D & 2 b — DM iE 2 D — Xk B X1-X29 1 2 L R (1) K TE
R

LA F0-Li-Lo- BRI Al F44

LR Lo 7 Ml 4 W e 3 SV 0 5 L WP B3k TV Z% e 3 L IV 3R Je 35 L IV 24 BR B 3k P FR 75 3
W 23R 75 FE R [-Ra—K-Ra=Tn, EA 15 F AT HOAERERAT 5

BRI HEFE M FE B Y 2 J50 3 P R BE 3 I 2 BR e 35 L WP 75 B 2% 55
5

HAK N0, S S0, S02., COERLCO2;

BRI ST H e 2 L 4 —ORs v —N (Re) 2.~ SR6+—SORs—S02Re—CO2Re ¢ 343+ TR 1k
A R BRI H

FARMAT I A -H ek M gk | 5 e PR SGE A | ZR PR BT L BB 4 U
YRR R BRI

4. — PR R FE P A KEER GH) KR 7%, A4 ) 326035 i it — a1
BN SR Frik (U R PR A4 o

5. — BRI INAZ R K LT = 0 T v, FLAEE R 82 i A AT — BT IR BRI ZER B
RIS o

6. — Pl /b 523K 3 v (1) BB W L 2R J7 v, AR i) A2 3 it FH T — R ORI 2K By
ENIVEOY w2 N et/

7. —FATT 52 TP U 45 0 5k iZ VLR 2450 RS B AR B = B i (e
IE S5 S5 2 P o 7 ST O 1 P L 2 P e 0 S 5 2 XU T Y % S SR B 2D
WUIE , 1% 7 2 A48 1) 3203 it AT — R IR BUR ZE R BIrdk I SO KL &4

8. —FiaIT AR TP IO IR BUE SR AR W7, e VS AR GAFEHIVIE FUE 77 AR
T ) 52 A3 it P W — R IR ORISR Bk B R &4

9. — PRI 32 E A KB F AL U7 vk, A ) 826 i H T — R BRI 2
SRR IR A

10, — P y7 3203 (1) B BEEUR W 45 & AR R 71 FL A ) 526038 i FH ot — i
AR EE SR BT IR PR KR AA D o

11— it it FHGHRHAZ A& 1) B Bh ARG TT 32 L 24505 I PUE R AR VAE
KR ZELECE BN/ F R AR Tk, Horh Frid Bsh 81 AN G B R — IR I Al AN
Tk B R — YR A AT 2 AN R A J VP VR ) A AN et A JB — IR (R AT R B AR ok g ] — YR 1

12— Fhid it i FHGHRHSSADA D v 97 52 6 3 LR 46 9%  JIE PUE AR VE KB
LR B RN/ 50 s A AR T3 v, oAb TR GHRHSE AU LA AN B L A5 R — IR AT 26 L AN R
B R — IR B AR AS e s JE R IR PR A2 AN BB e e ] — IR %) A0 2 BSCA e ek B & — R ) A
it FH o

13, — Pl i it FHGHRHSZ A4 1) 3 8 71k 42 iy 32 i 3 i AR KB GH) TR K T
25, Forp B s I CAAS I B R — IR (A AN R L B R — IR (R A AN e i s B P IR 1)
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MURRKRIMEET

[0001]  ZAHIiE L HiE 5 201280062579, 3. HiE H 420124210 H 18 H LR N “BUIK A IR
W EW” LRG3 I .

[oo02]  =Z X 5IH

[0003]  AHITFZER20114F10 H18H $2AC IR H G HiE R 51561/548, 69009 L 5B, %
Il B 15 I 51 BRI NS

[0004] K AHTS

[0005] A GHRH (4 KB Z B Z) & — Fha4 NG R BRI Ik, o4 A W id VAR AL T LR
29 (“GHRH 1-29”) " o GHRHE GHRHAZ AR 45 A, FR IS GH AR KBz 1 i ik o =434
T PP AE ML, GHRHJE 9 LA 56 % o T A4 (¥ 78 38 o (R GHY T VAR B AT, HomT B/t
5K HAGHZE 25 AH IS 1 BIIAE F o PR oA FH GHRHIZ 3 1 GHBE I8 & 52 21 R 38 U AR [ TGF- 17K
PRI RR ], BT AR FHHGHRHY T VAR 553k S GH A WA 20 1K BIAE A XU 1 7] BB bE R FHGHY T VAR
AR Ak , FIGHRHYA Y7 v] S8 — 41 56 | V2 [ GHER 13 i I T4 43 Wb , i AS H 2 1 S5 41 A\ GHR
Bty 22-kDatB 3, 1% Xt n] B G 35 AR 72 PR _E , GHRHE. #% 1F BH 71 52 =1 B AR LE 1)
GHAK - b3 22 4= 1A 20, 3 HLGHRHIE A KA FH 45 45 24 57 & AT AH SC TG o SR T, GHRHAE
K S R 2 3 R A 10-12min , X W2 PR T AR J9i 7 mI B R o DR, of T B
FER A4 N 2 32 I GHRESS AU A7 AE I PR 75 3K, AT BL I GRS 145 2577 2 it
FORHIVEIT kb

b ISES

[0006] A% B4R AL T GHRHAT A I HU R IR A4, ok vt i B A7 A XS T GHRHE & (1) 2
P ST A G DA () M B S R 1 2R e T S AR P e 3 B SN ) D ORI A
Go % R o IR BEHL RO IR S W0t 3 i GHE A A A = 5 IR, VR 9t IDLIR 22 46 95 I o
EHRAR ERKBERZI . B R/ A A UL G TR B IR LA 7 AR I H e R
[0007] "R HHEAR T HHGHRHARAT A I A8 E A8 BRI IR o 1 HE A2 BRI K35 A7 22 A PR MBI ) 24
TR, X L LR — T A N A B, 14 P AC IR AT 3 B AR 8 4\ k) T GHRHAZ 44 &b
)38 h 735 T 2 5% B B A GHRH— B 40 P B BE — 2 4540 o AHG T B AR AL IR A R L R 5 771 L 1T
ART AT T 12 R PR A A I 2 R TGS T T 5 A A0 75 1 U B I P e L A ] Sl B 1R Pl BDLA S, 1 o T
TR I A B R TR0 T 1T 5 06 75 I 2 R R AT A AR AN P ALK i i v P (1) 2 PR S A
Yy Fr BLAR

[0008]  [KI It , AN SCHEIA A 1 22 Ik AT LA AH 6T 06 B2 (1) HE A 6 22 kel 2 10 AR 7S 1 o AN
SRR BT A2, GHRHAU PR K R AL A W4 W\ R PTG GHRHSZ A4, A T S 38 AR K8 2 1) 7 AR
TR T, 3 ] LA 3G T JUL o 5 B2 I o 4 43 (IR0 g T 2L 20 o 4 B, T ok 2> R A L e i
(B, 5 T 8 P i) 1 52 3K 38 1 T T 2EL 2 o AN ST IR (1) GHRHABL K K R AL & W) ] ¥R 7 PR M A
FS B, AT Y87 R Ak B = 005 T (AR 299 5T 18 14 O 7 568 oy S 0 Jo 12 M 2
P 905 S J5 21 JRVIE 12 D 4 8 S99 J50) AR /D JULSE AE Y 10 JUL I ZE 4590 L Yo7 B HI VIS o
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BRARENERERAR BT AR ANLEE KB ERZ AN MAE KSR EZEL,
B EIRIT B R REEUE SR A AE B, LA KR = ] RE SRR M B A B /NVIE L SGA (V)
THRE L) IR 7 5 pr - R S5 5 4E (Prader-Willi syndrome) JAFGNSEE1E M %%
/INFIJEHE (SHOX) o PRI k= B J5UR PR TGF-1 8 = AHER REH ISR

[0009]  7E—ANJ7 1, AR B A& UE— PRI A4, HoAD 5 5 GHRHL-44 .GHRH 1-29411/
B H R 1 28R4 R IR 7 B AL 7 51 8 /D 2960 %6 .65 % . 70% . 75 % .80 % .90 % .
95% 96 %97 % 98 % 899 % AH [F] I 2 FE 18 /7 7)) B3, Bk U R I L S 2L 1R 7 5
e H R 2804 I E IR P F o IR RIS T & — A A=A DA AN B
ZAN KIS, A 5 K BOE AR Z R R IR LG I — D R R 12
25— AR W, WK KL S & E DA R I i 4k, Horp Bk & /DA
KINTE BRI 58— N 8 — H AR B 2 55 U R i T ik 22 /DA K IR T il
AR PSS MG 5 = A AR 2 VY R R A — S ST B KR IM L &)
WIS A K E BOE AR 7B S0 5 9 UK ML MR 1B & — A K5
TEOERAR

[0010]  KIRTE Rl A AT B AN 7] 40 A8 BRI 2 I » i AN P B U R IR A M )76
PR AE— L850 77 B, KINE BOEHARE B DL N Z LR A (B35 5GHRH 1-290 57 [ AL 47T
JEF ) 2 — ARI8; 5HI12; 8F112;8H115;9H116; 121165 12F119; 15F122; 18F125; 21 Fl
255211285 228129 ; 25 F129 . 5 01, K I B AR TE B DA T R BRI AT 2 — 4 F1855H1112512
1935 15F1225 181255 21 F1255 21 FI28 . FE— UL 5Ll 7 = vh , 85— KIATE i e B
FRATARNS 5A112,8F112; 8F115; 9116 1281165 BLI2A119; 11 55— K IR B e A i
BT 151225 181255 21 F125 3 21 F128; 228129 ; BL26F129 . 91| 1, 55— KIF T G AR 22
SEBRATARNG s 5FN1 25 BLL2FN19 5 17 58 — K IR B A e e L B 0 157022 5 18125 ; 21
25; B21 F128  7E— L5 7 2, 55— KINTE B B 7 B L IR X 4 F08 , T 85 — KR TE
O FEAR TR s IR A 21 MI25,

[0011] 7L )y S, UL K IME &5 HGHRE 1-44.GHRH 1-2941/Bik H K L
28 4 G L 7 A I B L 8 7 A1 & /D 24960 9% .65 % . T0% 75 % 80 % 85 % .90% .95 % .
96% 97% 98% B 99 % A [FI I 2 LR 7 51, 3 HifE— DA IG5 — S R R i 2 55
PRI KPR TR R A, LA i 58— AN B8 U FE R Ik ) DA T S SRR %S « 4 R8s 5 A1 125 811258
FI15;9F1165 121165 12801195 151225 18F125; 21 F125 5 21 K128 22129 . 1 41, K IR IE jlk % 42
WIER LR 120119,

[0012]  7E—Besifa )y S b, UK RIFAL S WA &k B 3R 1 2804 Hh (R 2 B2 1R 7 S 7 71
BB LA RIS VI 2 R R 7 713k B R L 2804 I 2 R R 7 51

[0013]  fE-—2Lsjfa /7 ZEH  iZ PR R IR A VDB S8 , Wla— M e B 31088 i€ o £F L & 5L it
T IR B S a, a- ZHRI LR - 80, 18 ORI i AR i 41 &2
IS ANFIE BB S A EIER A, a- BRIV R FER -

[0014]  fE-—SLSjfE Ty 2, AR UK R IR A W, it 4 22 /D A S L R ) a7 53
HIAZBRAA (crosslinker) o

[0015]  fE-—LEsLji 7 2, TR IR I A A T 2
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[0016]

Ad :f\‘(I)
[0017]  Hrp,

[0018]  ALC.DFIES [ M7 A FER
R

-3
[0019] BANEFER. ﬁﬁ"”\fi [-NH-Ls—C0-] » [-NH-L3—S02—] %, [-NH-Ls-] ;
O 5
[0020]  RyAIRoJH N I Ay -H e JE M JE oS | 5 B e 0 PR e it L IR Jse B d it | ke AL Bl I
et Bl e AR BRI A i 2% - B 5

[0021]  ReSM& ek M 3 it 5 Sk e it L e it L PR Je i L Z FR B L L PR e S e A 3R
B RIA T 5L, B A VT R ERAR

[0022] L AyzG-Li-Lo- BRI &R

[0023]  Jf HILAHABLCDAIE, 3[Rl 1k KPR B AR LI i A B L IR — e , T 1%
PR K I AR E LR T 7)), 1% 2 R )T 5 5 GHRH 1-44 .GHRH 1-29A01/ 803 H 3 1. 284
G LS 7 5 1 R R R T A /D 4160% .65 % . 7T0% . 75% .80 % 85 % .90 % .95 % .96 % .
97% +98% 899 % [ 5

[0024]  LiANLo N7 1 g IV e IS | P S S I o L NI 4 e 2 P IR Joe 5 7 R PR e 2 P 3
BRI T FE B [~Ra-K-Ra=] o, B4 B LA MU R AR 5

[0025]  FANRaF NP e P47 3 L P B FE L I A d5e L WP BR e L | S JR R e A | 55 L B
Ve T

[0026]  ®KA0.S.S0.S02.C0O.CO2ELCONR3 3

[0027] & ANRs ST H g i 2 bt . —ORs.—N (R6) 2. ~SR6+~SOR6+—S02Rs —CO2Rs 5 JEHE 4«
EIRE AL DA NE RE RSP

[0028] ARl S7 M A - HL BE AL I 3 L bt | 5 SR e AL L BR b B e B | R BAR e L SO R
a3 T PEIR A R BRI

[0029]  ReA-H.hedid I dd Bt 55 Rl ik (PR B ik L 2 Je i IR Jse B e 3 L PR be 3t 3R 55
BB 5 B BT e B R HRAX, , BIR: 5 DER I TR B K FRIR S5 A — 93

[0030]  ReAy-H.hedik Jidd LBt | 55 S e it PR B ik L 2 fe ik IR Jse B de 3 L PR e 3t 3R 55
RIS B EA ML B R EUAR, B SERRIE T B PR G A — 88 45

[0031]  vAIwh A7 A 1- 1000 #E %5, 4511 811-500, 1-200,1-100 1-50,1-40, 1-25.1-20, 1 -
1581-10;

[0032]  u.x.yFlz il 7 40— 1OfK) 555, 4 a1, 28835 H.

[0033]  n A 1-BIEEE 1T, w2 o AE—BESK T S, x+y+z R S R 2, 38K6 , 4 1 3EK6 .

St

it

7
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[0034]  7E—2sgf Ty g2, 3 (D MR S WA T
, O

o
Ry Rg R O .0
N y AT TIRY S -N ; g 7 RS
[0035] KIBIACEN S N ey o, =N g o1, [Ely
Ry N A

Ll

[0036]  H:HA,C.DAIES [ M7 Ay s R
Rs

[0037] Bygﬁg@ﬁﬁﬁf”\ﬁ [~NH-13=CO-] + [~NH-1s=S02—] B [-NH-Ls—] ;

' o <
[0038] L’ Azl-Li -Lo -HKRINTE il id A4
[0039]  JF HIHHAB.C.DHIE, & [F I KN E BIEFARLAIL 3 A IR IR — i , T
FOAZIUE R B VIR R T 5 5
[0040]  Ry" AHR2’ MtS7 oAy -H e Ji B g L o B e i IR IGE 0 L PR BE A e A | e B B
FeIRLEEL , BA e AR AR B i 25 - AR 5
[0041] Ly Lo Bzt A0 e 3k SV 475 3k P B dik N e it L SV BR e L I J IR Je 3L | T 2R
753 IR 5 FE B [-Ra—K-Ra=1 0, AT L1 AL R U 5
[0042]  RANKHS7HE Y0, S SO, S02.CO. CO2B{CONRs ;
[0043]  R7 SN-H. ek I Bk L e i | 55 S oe 5k L PR J5e 3 L R e 2 L IR BE e A L A PR e 3 L BR
F7AEEBURIA S B, EA VIR AR R ERAR , B S DRI ) PR S5 M — BB 795
[0044]  Rg’ y-H. ek I B L e i | 55 S e 0k L PR J5e 3 L R e 2 L PR e A e A L A B e 3 L BR
F7AEEBURIA S B EAVMEIE AR R ERAR , B SEARIE T ) PR S5 M — BB 75
[0045] v Filw’ FHS7 3 A 1-1000 7 BE, #11711-500.1-200.1-100,1-50,1-40,1-25,1-20
1-158%1-10;
[0046] X’ .y’ Flz’ BT 0100 B8y, H.
[0047]  n A 1-BIEEE AR — SO T S, X +y +2) (RS2, 3846 , 4 43856 .
[0048]  FEAF R ARSI FIAPR I S — L 5Lt 7 2, & MKN0. S S0, 502 COBR
CO2,
[0049]  FEILEsZiEy b, TR UL KIS T A5 Z R KR SN 1 35— %
SR B AR A A T A AR RN A I AR o, AR R BRI (TT) 3R (TTa) HIFUR K ER
&)
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R -
A e 'N7— [A]x‘[B}Y'EC]Z/N V [Ely

% R X(ID

[0050] [ X 7
L L2
(@]
Ry ]
R4 | Rz
B Ju X (Ila)
[0051]  Hirr.
[0052]  ALC.DFIES [ M7 A FEiR

- R
[0053] Bﬁﬁ%@ﬁﬁﬁf”\ﬁé [-NH-L3s—C0-] . [-NH-L3-S02—] 5% [-NH-Ls-] ;

L&
[0054]  RyFIRJH NI Ay -H e JE M JE oSk | 5 SR Jse 0 PR e it L IR It B do 2t | e S B
WpEdE, eI AR BRI B T 25 - B, Bl SERREL T U FRIR G /I — 88 795
[0055] R A& et Mk BRIt L 7 It e 5k L J be I IR e L ZR PR e L PR S e A L IR
FEBRIN T 3 B A VT IE AR ELAR 5
[0056]  LiFHLoAt~7 b DA SV e s | MV A O SV R i L NI e e it L IV IR Joe 6 L I R PR be A | SV 31 5
Fe LA T FE B [-Ra—K-Ra—]n, ‘B A1 B AT B R EA 5
[0057]  JF HIHHAB.C.DAIE, 3% [F] 33 KPR i e AR —Li—Lo— 3B 2 ) S R R R — g
TEBOZAIE KIS R 7 5, 1% 2 F R T 51 5 GHRH 1-44 .GHRH 1-29H01/80% H &
1. 2804 S R 7 B S R R 7 71 &2 /0 2960 % .65 % .70 % . 75 % .80 % .85% .90 % .95% .
96 % .97 % 98 % 5% 99 % [ ;
[0058]  #5-ANRaAN N KEFE L A 3 L P BRI | SV 2R 5t 5 SV PR JGe 6 | IV 2 FR Je 35 L I 55 L B T
Ve T
[0059] &K A0.S.S0.S02.C0.CO2ELCONRs 3
[0060] & AMRs A7 Hb Ay 2 L BEHE . —ORe—N (R6) 2. —SR6+~SORs—S02R6 . —CO2Rs « ¢ H 4 43«
I EIREAEE DA = RE RSP
[0061] 3% ANRe A7 Hb Ay -H e A\ i L R i o7 S e Bk L IR bE Bk e it L R PR i | G
a3 B T RS R BR T 71 5
[0062]  RoA-H.KEE Mt BRIt L 757 FE e 3k PR e 3 L e 3t L IR Jse St e it L Z PR e 3 IR 5
FEBRIN T 3L EA VTR AR R ELAR 5
[0063]  vAlwR 37 :b R 1-1000 ) FE %L, 1 411-500,1-200,1-100.1-50.1-40.1-25.1-20 1 -
1581-10;
[0064]  u.x.y Az Bz A 0- 100 3855, B iy 1-3; H.
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[0065]  ng1-5M L,

[0066]  ASCiddfit 15 T I B e S R I 54 «
[0067]  X1-X2-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-X17-X18-X19-
X20-X21-X22-X23-X24-X25-X26-X27-X28-X29

[0068] i,

[0069] X1 ATyrBfHis;

[0070] X2AAla.D-AlamiVal;

[0071] X3 Asp;

[0072] X4 NAlaBRACBE R LR

[0073] X5ATle;

[0074] X6 APhe;

[0075] X7 AThr;

[0076]  X8YG1n.AsnBE AT R LR ;

[0077] X9 NSerBiACBE AL

[0078]  X10A~Tyr;

[0079]  X11 ANArg.AlabiGln;

[0080]  X12ALysAla.GlnBiAZ BEE LA 5

[0081]  X13AValdflle;

[0082] X14ALeu;

[0083]  X15MGly. AlaBiAC G LR s

[0084]  X16°MNGIn.GluBNAZ L LM

[0085] X17 ALeu;

[0086]  X18AMSer.Tyrii i B LML ;

[0087]  X19MAlaBi Az BEEIERE

[0088] X20 NArgEkGln;

[0089]  X21 MLys.GlnBYAZ I LML

[0090]  X22MLeu.AlaBiAZ BE G L ;

[0091]  X23 ALeu;

[0092]  X24 AGIn.GluBkHis;

[0093]  X25 NAsp.GluBRAZ BEZ FE IR ;

[0094]  X26AM1le;

[0095] X27 AMet.Ile.LeuBiNle;

[0096]  X28 AjSerEi AT K AL R ;

[0097]  X29 MArg.Ala.GlnEiAZ BEER L8

[0098] LA iZ AR I A WA 2 D — AN 2 /D — %1k B X1 -X29 1) S L R 1) K FR
D BLRE U

[0099] L AER-Li-Lo- B9 KA AR 5

[0100]  LoANLo A N7 1t g IV e G | NIV A S L MV o L NI 2 e 6 P IR o 5 | 7 2R B be i P 3R 55
HE P F PR 75 FE B [Ra—K-Ra—Tn, ‘EAT15% E AT IR MO AR HUAY 5

10
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[0101] AR IEFE VA7 3 P BRI SV 2R d5e 5 SV IR e 5 | IV 2 PR Je 3 | 3 55 L B
He o5 s

[0102]  HAKHO0.S.S0.S02.COBECO: ;

[0103] & ANRsM 7 Hh A 2 fi . —OR6.—N (R6) 2. —SR6+—SOR6+—S02R6 . ~CO2R6 « 5 G HH 73 «
&R AL DAE = R=p | FHEN

[0104] % ANRe ST I A -H e 2 L L e | o S e Bk L IR e B Jse At L TR R e L R G
a3 U ER A R BB YT

[0105] Mgl fu1, pir ik 2 IR A & 22 A — AN B2 D AN KER T B 44 , 12 OR IR o e 4 i
BEDL N AR 2 — : XAFIX8; X5 MIX12; X8FIX 12 X8HIX15; XOFIX16 3 X12H1X16; X12F1X19;
X15F1X22; X18H1X25; X21 FIX25; X21 FIX28 ; X22F1X29 ; X25F1X29 . B 1, %N K IR G IE HEAA
VEE DL N &L 2 —  XARIX X5 AIX 12 X1 2H1X19 ; XI5 HIX22; X18FIX25; X21 FIX25 : X21 Fll
X28,

[0106]  fE—8esLyi /7 Hp, UK KL A8 5 - Li-La- 1 KRB BOEEAE , Hodp Lofd
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[0276] &6 57R 1 FHIMIK KL A WSP-6 BEAT [ ML 2 24 X5 2 BT FE ) 45

[0277] W7 &R T KR A P SP-21 BEAT B ML 25 4R3h 7 22 B 7T 4

[0278] 88N T FHBLIK KL A WSP-32 3047 1 ML K 254K 5 F7 24 72 10 465

19



CN 108929375 A w Bg B 16/67 7

[0279] K9 R T FAUK KIS ¥ISP-1.SP-6.,SP-8., SP-21 FISP-323:4T (1) L 25485
VA0 I WIOESE

[0280] K 10ER T UK K IR AL S P SP-85%f AE Kl 2 7 A I T8

[0281]  [&[11 &R T 5K KIS YISP-1.SP-6.,SP-8.SP-21 FISP-324HEL , FH 4 B FR Ak
753 B A KRB (AUC) »

[0282] ﬁ@%ﬁ@

[0283]  WIASCETHR, RIE “RKIANED RIERXHE—F 0T, o FREAEFEHZE DI
LB IR T U R BRI A2 451

[0284]  4nASCRT R, ARIE “SBUR KI A BB 2 K7 e 5B frd it 2 A ks s
Heff) 2RI AT D — D KIRE BOE AR I A YD, Ik KRB B AR E S — R
SRAFAE I BEE RRAFAEI L IR R A (BRI HIF— 7+ W I3 R BEE R
SRATAE R Z R TR A B Z AT R IR o SRR Ib & A48 o p KRR e 244
W B — IR IR AL (B (Mol i 2 88 U IRIR AL (B (1) ali ¥ S 77 46
KK A PR A 25 A T — AN B2 A SR R Tk B/ B 2 B R A ke B 2[R ) —
AN Z A HEREE, HFR TR A PIIAT BRI AT IE S — D2 AN HER A
AL R E LR IR BRI TR AU R L U AE PR K IR A R 3 5 T 3 Sy, “AH R AR
SEBRZ IR R AR NP I 5% KA AR R BTSSR R T2 KM & 1 B AR A
J7 B B S R R AR R ) 2 K

[0285] A SCRT I, ARIE “Fa e M7 2 F8 Wil (5] €0 1 (NMRER o — P A 40 28 ) & v
TE I, A% B B R R B AL A W) A0 W 4R R i e 1) R 450, BUPEAR A B 3 0 B
TK AR i A R M o AR BH BT U 10— 0 5 A 1) =1 PR At M 491 S a— M E 310 E B £y
B4

[0286]  GnASC T FHIKY , AR E “WREAR 8 PR A 18 Q0 (5] — €80 PR BONMRIN & 1) , A% % B T 92
BRI A D2 R a— MR R 45 K4 o 40, 45— SE St 75 S v, S5 A BL I FEAS BRI R 3R b & P A
bl , i o B PR 1, AR R B B UK ORI S fEa— 8 e i R 2220 1.25.1.5,
1. 7HE (5 I 380

[0287] R “GIEIR” ZfR AR S A Z AR BN o+ . SN A AR AR EAR TR
FEAE R LR M D-FIL- A 4d , DL SIS A LA B & A ad 2 i 24 ) AE R SRAEAER &
FER o AR SCF R ATE Z IR A FEE AR Tra— 2 B L R IR R IR AR R AR I R FN 2 L 1
AU o

[0288] R “a—ZBEIR” AR A W AL AR LA 45 A B TR 2 - Bk L+
[0289] R “B-Z IR &40 & A I NBH AL ) AL AR B 75+

[0290]  R¥E “RIRAFAER EFLIL 2 T8 75 B AR FEE B Ik A a8 i R B 20 Phad L 1R 1
fE—Ff, B 5 H = B 455 A RWINLC.DLQ.EG H. T\ LK M.F.\P.S T W. YAV,

[0291]  "RRIRH T RIRGIEFRI T — 0
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[0292]

AL 3%‘—7% 1 54 A 4% M4k &, 77 %"‘ﬂi
e R R P (pH 7.4) T8 &
SE0i Ala A EMME bk 1.8
R Arg R M iE -4.5
R ABERE Asn N AP il 2 —3.5
KA 2 BR Asp D e 7 —3.5
F R AR Cys C P bk 25
B 2R Glu E FPE i -3.5
&%ka Gln Q P bk —3.5
B Gly G JE M Pk 0.4
m&aH | His | H WAk j;‘(gg;}) 32
F & A Ile I JE MM a3 4.5
7 2R Leu L JEAME H 4 3.8
#0 2B Lys K Mt iE -39
¥ AR 2R Met M P il 3 1.9
F A A Phe F E| Qe e 2.8
B 2 B Pro P JEAR M Lol ~1.6
2 R B Ser S P ok —0.8
2R Thr T o ol 3 0.7
&, AR Trp W E| Qe e —0.9
Bk 2 R Tyr Y MM Pt ~1.3
e Val vV JEARPE o 4.2

[0293]  “Wii /K T S L A /N 7K T S e R K K MR R IR« /N K PR R A H
NN N G 8 SR VL N i S 2 Sk TN m%&@& SrnE R R
g IR R L R S LR I IR N 2 AR *ﬁ%@a RAB I 2B 1
I I R S FL AU - T R AR IR N KRR VA R R AR R B E R S
I,

[0294]  ARE “GHE TR A" ARSI T SALT 2 5L I HAE UK IR A I TE 1
AT AR E L BRI 7 F o« AR BR AU L5 (H AR T B2 R R0 e rp U Sk AR S A AL
L P P A B (B9, i RGBS AR A i, B BR BAAR L) I R R

[0295]  ARiE “GERIREELIL TR IFARAE B ARG B IR I8 R I — P L i (2
S H B B E YA RNV CLDVQELG HV T LK ML F L PSSO T O WL YAIY) 22— 2 L 1R o E R AR
AR T A AR A BFEAEA PR TG LA R (1 4544 -
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[0296]

L3 R SRRATAR 2amam __
{1Nal} ol {2Nal) HBF)

F345F3 F34Ci2
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[0297]

H
N
X

| X
damw ASHW ABRN fe iehry AT oW
. SR 3,«:'“1‘4 ;
f’:‘w A \{\ (‘) B v::\}
&w’ N/
. \N G ® ’\N w <
H 3 H a | ‘ I
B3R ANAHR SR A/ v ANaw Maboiy v
By {3Rah {$Pal) e
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ERA KA NTIHEAR Abu
i} {Fim

$
- '«g‘-« '\\g.ﬂ' \~§§«”’"' =
Q e
e &mx‘nli*& TEETRR RIS S e R
$edha) Qs § i«f?g} Ao
. A,
— Se on
< 5 f
\Nw’“ '\ﬁa JOT o _f:‘?{\
s x:} i T w\\{ s
Lo w& [
FAITER é} oA
iy &
o) ‘\W K. MR -
[0298] HOL
Ry
A X
£ )
&0 =
ik
l\ﬁ P )
0 5 }
. F2X F4X
Fdcooh X=Cl, Br, CF3, N, Me, X=Cl, Br, CF3, CN, Me, NOZ. |

\

Gar Dar HBS- teGar teHBS- Aar

[0299]  EIEFRISAIY) B FEB—RFL IR U . B-A IR A SE WA FEAE AR DL R : 36
IRB-Z IR s B-TH IR ; R -B-RAEIR; R -1,2,3,4- VIS -FEW-3-21; R) -
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-G E-4- (1-253) - TR, (R) -3-FH-4- (2,4- KR TH,; R -3-&&E-4- Q-AF
) - TR R) -3-F -4 Q-FAERE) - TR R -3-&FHE-4- C-F A - T R -3-%
Ha-4- QMR - T s (R) —3-&E-4- Q-F A - TR R -3-&H-4- Q-2 - T
(R) -3-Z -4~ (2-MEW L) TR (R) -3-Z -4~ C-=FF K - T R -3-%H-14-
(3,4- &) T R -3-%H-4- 3, 4-—HF A T R -3-2HE-4- G- IFmEw
) TR R) -3-F -4 G-KE) T (R) -3-& 24— G-FUAERE - T R -3-%
Ha-4- G- - TR s (R) -3-F-4- B-F2KE) - TR (R) —3-Z -4 3-Hme L) -1
B (R) -3~ -4~ 3-MEW 3E) - TR s (R) -3-%HE-4- G-=H AR - TR R -3-2 %
4= (-1RRE) - TR s (R) —3-& Hh-4- (-FRED) - T (R) -3-& A —4- (-FUERHE) - T
B R) -3-%HE-4- A-FORE) - TR R) -3-2HE-4- - - T (R -3-2 K4~ (4-
HORIE) - TR s (R) -3~ -4- (U-REBE2RAE) - TR s (R) —3-Z Ak -4- (4-TEme 58) - T s (R) -
3-H A (-ZFHF R TR R) -3-2 - 4-HH- AT R -3-2HE-5-C K
(R) —3-Z JE-5-TUbR IR s (R) —3-&(HE-5-2R IR s (R) —3-F 62K —5-C MR IR (91,2,
3, 4- TS~ FIEMR-3- 2085 (S) -3-% -4~ (1-Z550) T (S) -3-%H-4- (2,4- &)
TR (S) -3-& Hh-4- Q-SRI - TR () -3-F Hh-4- Q-FUERE) - TR (S) -3-2 J-
4= (2-FHREE) - TR (S) -3~ H-4- Q-WRIEIE) - TR ; (S) -3~ E-4- - ) - TIK;
(S) —-3-Jh—-4- (2-Z5IE) — T Hg ; (S) -3-5 Hh—4- (2-MEIF ) — TR (S) -3-&HE-4- C-=%
HORIE) - TR

[0300]  (S) -3-&H-4- (3,4- “EUIRIL) THE: (S -3-&(H-4- (3,4-FARHL) T (9 -
3~ -4- (3-JRIFMEWY ) — TR 5 () —3-%( -4~ (3-FRED) - TR (S) -3-&H-4- 3-R
FEIRHE) - TR s (S) -3-FH-4- G-FREL) T R; (9 -3-&H-4- G- R -T; (S -3-
A4 G-MEE S TR (S) -3-%FE-4- (3-MEM L) - TR (S) -3-& -4~ G-=FF K
B TR () -3-FH-4- U-RRIL) - T IR (S) -3-&H-4- 4-E R - T (9 -3-%
He-4- (A-FHEEREL) - TR () -3-& -4 (- IL) TR s (S) —3-%HE-4- (- AL -
TR (S) -3-ZH-4- (U-F I - TR (S) -3-F -4~ U-HHEREL) - TR (S) -3-2H:-
4= (A-TEmE ) T B2 5 (S) —3-%H-4- U-=FF HKH) - TIR; (S -3-% - 4-TiFH K& T
5 (S) —3-FHE-5-C MR s (S) —3-ZHE-5-TRER s (S) —3-%(HE-5- TR I RIR 5 (S) -3-Z Hk-
6- R HE-5-CUMIR:1,2,5,6-VUSEMENE-3-F & 1,2,5,6- VY EMEmE-4-FF IR s 3-% -3 (2-
FRHL) -TAIR s 3-2 Jk-3— (2-MEWy ) —TAI IR 5 3-Z( Bk -3— (B3R R IL) —TH R s 3-% 2 -3- (4-
IRIL) TR s - HE-3- U~ IRHL) -THIR ; 3-F 34,4, 4- =7~ T IR 3-&E 2 R D-
B-RTNZ IR s B2 IR s L-B- R N &AL s L-B- R R AR v — Rl L-B- R A RS —FliE; L-
B-fRi R s LB e &R s L-B- R R I AR s L-B- = R TN 22 s L-B-mi IR s L-B-mi
AR L-B-m AR s L-N o — R e B -B- i iz M2 s N o —L-B- i kS 22 s O- R LB 12
PR s O R 2 -L-B- i 22 R s O— R B -L-B- = &R ; 0 R - L-B- R AR s v - — K H
F-L-B-EH R AT R) -B-RAER; L-B-H KA y -HUT B L-B-m AT
Biis L-N o —B- il s N6 - =R B B -L-B- R A 2B I s N -2, 2,4, 6, 7- F. 1 B~ 500
IR~ 5 15 5~ L B e K R s O— U T -1 -B— R S R s OB T - 1-B- i LR
OB T F-L-B-m A AR s O—FU T LB BRI s 2~ F LR PR IR s FI2- IR O bR
7
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[0301]  FHIEMFUEOFEHN AR AR . H AR B AR ) . N =R H
AR B AR 2R AU L R AR T AT s a- R A HE IR s a- @ T -L- T8
AR a2 57T IR s a- P25  B- (1-2850) -D-THAR : B- (1-Z% ) -L- TN AR s B- (2-
F5HE) -D-TA &R s B- (2-F5 L) —L-TA &K s B— 2-MERE L) -D-TA &R s B— (2-MEHE L) -L-TH &
g s B— (2-MEWy BL) —D-TH &K 5 B— (2-MEWy &) —L-TN 2R s B— (3-JR FfMEWy B5) -D-TH & IR s B-
(3-RIFFENG L) —L-THZE R s B— (3-MEne L) -D-TN AR s B- (3-MEne i) -L-TN AR ; B- (4-kng
) -D-TNATR ; B- (A-MERE L) -L-TNA R : B-=-L- TN R s B-F AL -L-TH & s B-FF L H-D-
PR : B-H O FE-L- AR : B-3F -1 - - AR s B-3F - & R s B- 3R TR 2k -L-Ala-
OH « I AREER s B—BUT ZE-D-TN &R B- BT H-L-TN&E; v — &5 T K L-a,B- &
PR 1 2,4- AR -ZR R H a2 2, 5- A -D- AR H AR 2- 24,4, 4- =5 ] R 2-F-
R ZIR 32 4,4, 4-=F- T B 3-FA- AR 4,4, 4-=F -l 4, 5-MEA-L-
leu-OH « I CLAEEEER s 4-R-D- AR H AR s 4-A-L- AR HZ IR 4R A -D-REH AR ;
5,5, =F AN 6-F IO I FE-D-Gly-OH « I AL IF 0 -Gly-0H » —
OB sD-a B~ R AR s D-a~Z L T 1R s D-a— U T FEH &R s D- (2-MEmy 3) H &R
D- (3-MEWy L) H &R D-2- R O IR s D-2-efifi B H &R s D- M TN R H & R » 3 4%
i D-H O EHZAMR D- RS2 DR H 2 1R B-2 T IR B2 R TR s 2-IR)
HRAMR: Q-F AR HE R Q-FoRE) Haig, -l Ham; -y i) HaE
MR s 2- 2 -3 (S &AL -TIR s L-a, B- U L N IR s L-a—2 5 T 1R s L-a— U T H &R s L-
(3-MEWy L) H &R s L-2- 2 -3- (S &) -TNIKR s L-2- 2 O R =3 O -4 £h s L-2- 8
WERH R LA EHRAR « OB L- O R H 2R LA H 2 e s LB i
2R s L IEA 2 R s N-a- 2 - L-TN 28 s D-a, vy -2 T s L-a, v -2 T
B-IAAR-L-TNZ IR s N-B- (2,4-AHFEORIE) ) -L-a, B- 2R IE s (N-B-1- (4,4- = H B
2,6- AR -1-3E) Z.3) -D-a, B- & LA ; (N-B-1- (4,4-—F -2 6- — A IF .-
1-PHE) 208) —L-a, B- "2 LN R s (N-B-4-F R =R IE) -L-a , B- 2N s N-B-JA A
EURIE) -L-a,B- EIER IR (N-v -1- (4, 4- -2, 6- ~EHAFC-1-T ) 25) -D-a,
Y- EIE T Ny -1- (4L, 4- -2 6- AR C-1-T ) 28 -L-a, y - &I T
Mg (N-y —4-FEE =R -D-a, y - BT s (N-y ~4-F R =08 L) -L-a, v - 2%
BT -y —JRmNAEIRIL) -L-a, y -2 TR D-a, v - & T R4, - HEA-L2&A
12 s PR 3 -D-G1y—OH; 3R -Gy -OH; D4 A H &R s D-H TR AR L- 1 - TA R
B L-2-F 3L LR L TR AL H &R s L- A O S TR &R s FIN- (2-Fa ik —4-F 4 3E-Bz 1) -
Gly-OH,

[0302] A EEERISANY) EOHEHE 2R BUM 2 IR 1) S o A 2 R AT 22 R 1) 28 ZE RS A M ()
SEBEFEEARR TLAT  JREA MR ; L-2- 2 -3- ML T L ; L-2- & - 3- R AL TA IR ; L- N AR
Lys (Me) 2=0H;Lys (Ns) —OH; N6 R4 He - L- B2 K s N o —fiH DS 2R s N o — i EE-L- A5 &
M2 sa- -9 512 2,6~ “BFER TR L- 52l (N6-1- (4,4- —H3E-2,6- ~ 4 M-H -
1-VP ) 2,08 -D- & s (N6-1- (4,4- = HE-2,6- “H - -1- W) 45 -L- S5
(N6—4-FF 3 = IR A JE) -D- (IR s (N6—4-FF B =R L) -L- SR s D- D& R s L- &R 5
Arg (Me) (Pbf) —OH;Arg Me) 2o—OH (A XHRREY) s Arg (Me) o—OH (WFFRI)) s Lys (ivDde) —OH; Lys
(Me) 2~OH * HC1 ;Lys (Me) 3-OHE LA ;N o ~FHIE-D-HEZ IR ; FIN o ~HE3E- LA 2 -
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[0303]  FAEERFAUN G R L AR EAST GBI AU o R 4 S R AT SR 1) 2 L R AL
W SE B EFHEAR T LT ca-F 3E-D-RAHIKR s a- P HE-B AR s a-F HE-L-RE AR s
Y- E-BER; -y -4 -L- BB (N-a- U-ZFERF L) ] -L-BAR; 2,6~
TRIPE TR Lo FH o R D-2-F L R Do E L TR s o R P R WA
TR L2 BT R B R R AR v RED- B Ry, vy BT B v -
BE-L-BE y , v - ——BUTEE;Glu (0A11) ~OH; L-Asu (0tBu) ~OH; FEEA %R -

[0304] S EEER AN 045 1 e 2R N R 1 LB 11 AL « 1 IO 2 TR R PP R 1) A TR
FA ) S AR A PR T Cy s (20 JE) —OH, Cy s G We ) —O0Me sa—FR B-FR IR R  Cys (2-
F2Z.HE) ~OH . Cys B-ZA A L) ~OH. 2- & -4~ (LB L) T T IR . T TR & WAL 2,
T 1 IR 2R P AR S AR R IR AR VR AR - [2- -k 5h) 28] -DL-F &
iz [2- (4-MEugdL) 2] LR 4-F A R - D-FHK A-F AR E-L-FHEK.4-F
BEARHE-D-FEL A-F RN E-L-FEL A E-D- P AR . F - LR R -DL-
ECEEE R B P - LR E R R G L AR R P LR PR L R
B-L- P IERR ORI R LR IR BT D AR =R L
FEBR SO A -D-H B e MR L SR LR R Q-E R ) LR R
2 AL~ R R BRE  Cys (StBu) ~OHAIZ, Wi 2 FF 2-D-T5 & i

[0305] % ok Fi S ALk A0, 455 2 T 15 T 2 e P A AU o 2 TR i AR T R 1) B R 2 A
Wy S 45140, 46 B- B DR T UG B FR S DR TR &R L a— FR - 3- R A B - DL- R TR &8 o
H-D-ZRRAR o~ EE-L- R AR 1, 2,3, 4- T A R -3-F R .2, 4- SRR E
2- (ZHRF ) -D-FKAER . 2- CRF ) -L- KA AR 2-B-D- KA ZR  2- I -L- K A2
B\ 25 -D- KA AR 2- S -L- RN A R 2-F - DR A E R 2-F - L- R R A R  2- 3 -
D-RA R 2- LR N &R 2-FF B -D- RN &R  2- FF - L- 2R TR 2- i DR A
AR 2-THE-L-RNEIR 2,4, 6- =R E- RN 3,4,5- =R D- AN 3,4,5-=
FL-RRAR .3, 4- & -D-R AR 3, 4- 8- LK R AR 3, 4- ZH-D- KA &R 3,
4-TH-L-RREAR 3, 4- R -L- R ER 3, 4- AR -L-RAER.3,5,3 - —fl-
L-FUR IR R R .3, 5- ll-D-FRE R . 3,5- -L-BR&EIR . 3,5 ~fll-L-F R AR E &R . 3-
(CZHRAFE) -D-HRRAMR . 3- (CRF ) -L- KA 3-F - LA R 3-1R-D- KA
B2\ 3—IR-L-IR N2 R 3-F-D- RN AR  3-F-L- AN AR  3-F-L-ER &K  3-F = -D-%
AR 3-FIE-L- RN 2R 3-F-D- R N AR  3- - L- RN AR  3- -l 2 R L 3-Tlt-D-
KRR 3-8 AR 3-B-L-BRE R 3-FF A - LB &R  3-F L -D- K TR &L - 3-
HIL-L-2R TN IR  3- L -D-IR TN & IR  3-FH kL IR N 2 R\ 3- T - LR & R« 4- (=R
) -D-FRH AR 4~ CHERF ) -L-FEKHER A-ZH-D- KA AR 4B L- KR AR 4
ORI A -D- IR AR 4R F R LR T 2R 4- X Q- & HE) - L- R 2R 4 1R~
D-RH AR A-IR-L- RN &R 4~ -D- RN AR 4- - LA AR V4 -D- IR T &R
AR -L- RN E R AT -D-PE N AR AT - LR TN &8  4-T-D- 2R R 8 4L 2R 7
AR RAN AR FUIRIRZEIR 3, 3- IR TN 2R  FFOR MR R 2R & k- 2 IR R P TR 2
78

[0306]  ZFEER AN 5 Mt 2 R 1K SALh A0 o Ji U B8 1) SR 3 TR SR AU 1) s A FEAELAS SR T
3, 4- MR AT ER AT TR -4 2 - i R M e -2~ FR IR R —4 - T2 PR

27
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[0307] S EEPR AN A0 45 22 28 TR N 75 2 R 1K) SIS AL o 22 5 1 N 7 2 B 1) 2 R S 1)
SEBIALFEAEANR T3 -2- 2 A -5- I JE U R L 2- 2 -3- -4 L IR R L 2-H AL -3- 4
AT R 2-F I -3-FH A T R A-F -3 -6 - LRI  2-F -3 E AR L 2-F -3
FERR 2-F 2 -3-CE AR A-F -3 5 T TR Ao R 22 R

[0308] GRS B AR AU - (0 Z IR B L IR AU SE B R E AR T
PAR ca- BB R s B (3R FFMEWY J2) -D-TH &R ; B- (3R FFMEWY L) -L-TH AR ; 1-F
B AR 4 B -2 R 5 R A A -V s 5 IR - T TR s - R - T R s 5- - VAR
SRR IR 5 - L - E IR 5~ A - &R 5-F A -L- &R 5-F - &
g s 6 VR Z IR s 6-F DT Z IR s 6-F - E IR ; 6- T LR R s 6 FF - R TR A AL -
R TR - R R s T-F - E IR D-1,2,3,4- T A - LS /R -3-F IR s 6-FF A -1,
2,3, 4~V R R 1-F IR T- R E IR s L-1,2, 3, 4- 0 A - L s R -3-F R s 5-
H A -2 - e s M6-S-L- L R

[0309]  fE—ULLsijifa 7y R rp , F AL ER AU S AT HE W) o A5 —Le STl 77 S, 3 R AL R 2
LI DEY S b A o £E — LS T 2 v, A P S B BRI AU W LAY S A A o A B St 7 %8
W, BEER IS, & NWRESHY L PR 0 o 78 X — S H g St R b, B- R LR )
(1) 28 5 B A A T U It (BOCIEAT) L 97277 H A ek (FMOC) P 5 Tk 9 Ik 28 {3 97k 4] B
o FEFH— 28 HE S0 7 S, B- 2 R IR KA IR R IR B e 19 an 'k HLBR AT A P IR 3
1E—Be S 7y e Hp L AT R IR AU £

[0310]  “HE 05757 G BE IR TR L A& AH AT T 2 JIK 1) B A2 28 5 2 A R AR e A8 T AS Y B Bl E A
AT R H S AR A 2 AR A S TR (0, B2 AR 25 A BOBE) AR AL . “I /e R SE IRk I
B Y AR T 22 IR 1 B AR 28 B R A e A I 5 B2 IR T 2 A AR A B AR A A MR T R B
SRR R A

[0311] LR < S I B 0 A L rp G B TR e 2o e B A A AL AT o 1 2 L PR W 2 T 5 AR
IR B AR T SCT EL AT A ABUM B ) G R R b 22 1 SR« X 8 S e 0, 4R B AT Bl
B S R (40, K RVH) LA B P AN B 1) S B R (4616, DV E) B A7 AN 7 v A 1) 8 P A
TR 2 B R (BT, GNLVQ S T YO A AR R BE R 28 2 1. (9150, ALV LV TP FOMLW) |
HA B4 SR EE 2 58 (B, TV 1) FE A 75 & R M RE 0 2 2L B8 (B0, Y F WL H) o
I, 22 R HR T ) HE 06 75 22 R R 48 0 ke B IR — B SR ) o — P IR R R i
Ao TT 52 1 B 1) H e ] B T S R (B, TR s R B P R 2R B
PR (G 2- W wy TR 2 B BRI &) 1 B k.

[0312] R “Sab o e [ & Fi tH A AR R B AULIR R ER AR W ) 22 IR B (1% 888 ik O oy I 2 0
AR i () A 273 A o FR 3 A v (1) g 2 [ A0 G ARAB MR R R 1R (BRI -COoOH) BiCH A B H R IR o
8401, 22 7 A v P A HUAR , AT A COR g 777 A R BB G o 5 o A 0, 435 AEAS R T e A
R, AP FESR 2 BEA AR o F T CAS uitg (P AR R M 11 Ao e v S A L6 -
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(NHmdPegd)

[0314] G 2R i ¥ o e 2 A1 A0 R A U 0 e (B -NH2) BRCEL AT BAQSRE (9 i» il u » 2 R
S P A B A A 5 DA T EN A i A RS R 9 M1 o 2% i A A (B AN PR T AR R I 22, E0 4
Cr—Co 2k« Cr—Cao B IE AR 2, —BE AL L AR IR IR o P T N—AC o (AR 1 i e A AL 45 -
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[0315]
g L1 f f
k o & .
PP i & R o g’ \"\j.” W
Age ' e P
EMEANS = ianr
tadomn) , fHapsc) {hoac)

-

. g o
W B ST T It

H- ANSTERR LR APRLWA SRR Hepd
(AH N {Lrnmacy {Tman) {HaRad
N N AN - /%' | g
A AT P \-\"M TN SR il T T ‘A\\N‘ W\Mfw\\'\»"w\w’&»
Hmd BeRe
{Baoac) Farm)
0 O\w“'\gﬁ”‘”\"\v’a\wf\\ % Mj}l\ )
U ~
MdPEG3

’Owowomo’\/’o\/\o/\vomoj\
MAPEGT .

[0316]  FEARSCH 5 KL G VBRI IE Bk Bedk — o f 0 RAE “T0” & 48 T8 sk 7] LA
TR IR R, 3 ARG BCAIE B B I DA HE , IR 28 b8 . 1, 2- - 28 b L, 3
TR R LR EA A A T U R A, RN E SR B B RS A S 5T
KR,
[0317] 4 FIAES FLE M — BRI, 75 5w S 4 Wb B 2 S AR B X
[0318] AR “GUIELERMIBE” & fa i e B R i ok B — MR RRE) B . 4
w1, A BRI 2 PR AR & FP R, O T IR ) A R M A O R, I PR I 2 B 1R )
SR R, RACRUIR 1) A TR I A R P S, TR IR 1) A T (M A 4R O R 0, 26 5
WALFE B AR R IR AE B 2 B BRANRE , 4550, B 28 77 AR I L R I (1t 2 B PR AR 40)
B A4 T S R ER S (B4, a- R Z LR -
[0319]  RiE “a,a- “HURHY 2B IR 2 R A S I 2l FE MR JE #0455 BBk (a-Bw) M i
() FEFE BN AD RARBAE R AR AL M EE 11 30545
[0320] R “Z K7 G LA B (40, B S) FE 20 AN B 24N RARBEE R IR AT
FER Z IR o A8 SCPR I 22 IR A K B A T (B0, 5840 T 85 11 J50) DA S At 1) 2 i
& 730 (i, RARAFAE R B BREC A R 2 1K BO) -
[0321] A SR B AT “RIFAR A B RERIE il 5”& Fa 414 v] DA F R g A =
AN I ISP 5 [ 2 ) ) s 82 T o] 24 4% 2 B ) FOUIR R R A B W R0 o 12 s IR P 2 [ ] DA A2
B, B s AEe, FEX A LT, KIS FE AR T Cuisl 5, g it e B2 PECu (1) #5
(115057, @1CuBr \CulBLCuOT T, BA A Ji st 0 N i AN 3R i R BUp R M R A 1R 38 Jis 77 mT A S Ar
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BRI EC (1) WA Cu (1T) #5, ACu (C02CHs) 2 CuS0sFICuC 20 KIMLARFI 7 4ME ] LAY
B, B, AU EL R R T, WICP*RuC1 (PPha) o [Cp*RuC1] 4, BB AT L FRAH I M2 M Ru
(ID) P o B Rl 71 o £ H BB B0 T 5 S NP J P D4 A S M A o AE IR ASE R SR T /7 v, RIME
BRI O B o i EA ), B AR TROE N EdES B R EE S MEN
I WV TR I <5 e R = AT 40, SRR AL R oy B+ 25U & i it EO 16 H
FLECAL I RuAIOS < J& H U o 75 H B SEI A AL B AT WERMo L o % A AL I ZEGrubbs 4
N ,”Ring Closing Metathesis and Related Processes in Organic Synthesis”
Acc.Chem.Res.1995,28,446-452 13 [E % F|55,811,515; £ FH % H]57,932,397; £ [H H
H*52011/0065915; £ M H1E52011/0245477;YuSE N, “Synthesis of Macrocyclic
Natural Products by Catalyst-Controlled Sterecoselective Ring-Closing
Metathesis,”Nature 2011,479,88; fllPeryshkovZE N\ ,”Z-Selective Olefin Metathesis
Reactions Promoted by Tungsten Oxo Alkylidene Complexes,”J.Am.Chem.Soc.2011,
133,20754 AFF AL SN ERIGILT » SOBLPESE B Bk o AR IR R SE e 7 S, Kk
WA, a0, PPN 35 22 s PR RS A an s 3R ] B BB A I i B i

[0322]  RTE “pg A B “pd R AL TR S IR B E A ] .

[0323]  RiE “Wedk” i A i 2 2 B B 5 1) LR BB BE A0, Ci-CroRan i 2
B 110 (G smdE) DRI T AEBCA TR AT BUE R, “Fedk” & Horh B 1-20 (5 i
1ED M R (1) (ELREBCERE) -

[0324]  RiE “WEedt” 245 — ekt (ED,-R-) .

[0325]  RifE “MdL” R AR BA — DB AT DS B B B B AL S A 1R
TE R E BB B o B, Co-CroRan 1%k B B A7 2-10 (5 s B B+ o R 1E IR GU 5L
Fe TR Co-Colfi 2B o 7V AT i EATATBUE IS , B 2 Horp By 2-20 (5 v ED Mk IR 1 B
(ELBEER SR o

[0326] Rl “BRIEL” R AR EA — D ECE MR-k 2 BB BRI B RIS S A 1R
TE R E BB B o B, Co-CroRan 1%k B B A7 2-10 (5 S fiD) MR B o AR T IR bh L™
Fe TR Co-CobR LB o FE VAT i EATATBUE I, “BRIE™ & Horp By 2-20 (5 v ED Mk IR 1 B
(ELBEER ST HE) o

[0327]  ARAE “F5 5 JE FRODR R IR ELL OB BUIR (1) 75 B PR 22, Horh &390 1.2, 380415
TR AL BUAR o 55 5 () 491~ A G DR R A R 05 ke AU 2 4 5 B AR e 2
Ko

[0328]  “Be L5 Ak (arylalkyl) ” @45 H b 55 B i U R b (0 — M F 5 SR Ci-CsJo 2k
BRI 0 b5 S 75 5 o e A 5 ik ) AR R M A1) A A AELAN R T 2 2 FR B DR O 3 F B DR
AR OR B\ 2- G OR R (3- R OR AR (A- R OR R 2 TR B OR AR | 3-TRIE ORI (4- TR R OR L |
2- T HEOR L (3T AR ORI (AT RE ORI | 2- AR ORI (3 AR ORI (4 TR ORI 2- R AR OR
B3-SR RN AR R OR AR 2 S T R OR3-S T AR OR R 4 T RO L 2- P T 2
DRI 3T BEIRIE AT BEIRIE - BT FEIRIE 3BT BRI AT H IR

[0329]  “Pjiflig 3 75 KL (arylamido) ™ & 48 Herh 35 R A R P i) — M — DB ZA-C (0)
NHo 5 [ BUAR) G b 5 SRR 55 368 o I fiig o 75 R ) AR PR 491 14 45 = 2-C (0) NHo— 283 . 3-C (0)
NHe—~2K 3 L 4-C (0) NHz— 23 . 2-C (0) NHo~ Mg J | 3-C (0) NHe— It g A14-C (0) NHe—-E I J
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[0330]  “JRFfJLkEdE (alkylheterocycle)” J&4ig Heth Ci-Cole O U - O — MR 2R FR
BRI b 52 S C1-Ca e 25 o Z PR e 22 1) AR M 9 7 A FE A AR T« ~CH2CHo- ik L -
CH2CHo— R Ig . —CH2CH2CHao— M Ik F1—CH2CH2CHao— B P
[0331]  “Bfc ek (alkylamido) ” #2& 5 H A Ci—Co bt HE 1) 55 H 1) — M4 —C (0) NHaJ
B 1 | 58 S Ci—-Cobe = o Wt i B2 e B AR R M - B 5 (B ANFR T+ : —~CHa—C (0) NHz. -
CH2CH2—C (0) NH2—CH2CH2CH2C (0) NH2 , —CH2CH2CH2CH2C (0) NHa . —CH2CH2CH2CH2CH2C (0) NHe « —
CH2CH (C (0) NHz) CHs~—CH2CH (C (0) NH2) CH2CHs «—CH (C (0) NHz2) CH2CHs+—C (CHs) 2CH2C (0) NHz2 -
CHo~CHa~NH-C (0) ~CHs »~CHa~CHa~NH~-C (0) ~CH3~CH3F1-CH2~CHa~-NH-C (0) ~CH=CHz.
[0332]  “fEbekE (alkanol) 7 S 4ig Hrpr Ci-Cobe B SR b B — M B U B g X
¥ C1—Cs e 2k o F2 2 22k (1 AR PR 1] 5 5 B AS IR T - ~CH20H . ~CH2CH20H, ~CH2CH2CH20H -
CH2CH2CH2CH20H » —CH2CH2CH2CH2CH20H  —~CH2CH (OH) CHs . —CH2CH (OH) CH2CHs . —CH (OH) CH3#1—C
(CHs) 2CH20H.,
[0333]  “BRdddt (alkylcarboxy)” f& 8 HoH CiCafe 22 (K &R 7 1 — A 4 - COOHZE: [ BX
AREIAN 58 I Cr-Cofedk o FRIE e FE AR M9 (0 55 A A B T+ : —~CH2COO0H , ~CH2CH2COOH -
CH2CH2CH2COOH , —CH2CH2CH2CH2COOH  —CH2CH (COOH) CHs  —CH2CH2CH2CH2CH2COOH , —CH2CH (COOH)
CH2CHs . —CH (COOH) CH2CH3#11-C (CHs) 2CH2CO0H.
[0334]  ASCAE F AR TE “BA e " s B A 3- 1208k L 1% 3-8V B« BEA 18 3-6-1 i U 14
AT ATER 73 A AR IR R, Hrh Bhbedi 5 AME e Al AR . — S e LU R AE AN R T
PRTAE R TT L VR VBRI e PR O B IR A (R PR AR SR 2
[0335] R "ok I5 27 A& 1695 BRI 5-8T F 3 8- 1270 WA B 1 1 - 1470 =R [ 3R 44 2%, 1L
ﬁD%%%HWE—ﬁI SAARE T, AR BUIA N B A 1-64 2% B, B a2 = N A Ay
NI, i 2% JR 538 B O NERS (91 20, 0 B2 B30 OO B =34, 73 30l e S5 AT 1 -
3. 1-6BLL-9PO0NELSAR 5 1), Horp AN FRAT0 1.2 3B4S4 A U . 2% 55 R 1]
F AL FE L BE R (Fury 1B furany 1) o bR | 28 JF ik i 3 | s g it | BB Wy St
(thiophenylB{thienyl) JEMKIE (quinolinyl) - Fg| kL | 1BE Ak JLAE
[0336] AR “I 5 Fhbe it BUARTE I8 95 e k™ S Fa A 2% 07 HE AR e 2k o R 2 97 A e
ST SRR 7 U e
[0337]  OR¥E “Ie 75 R ™ BORAE “J% 05 Be k™ S P4 A o5 AR ek o AR “ I 05 R It
AL SRR 7 U e
[0338]  OR¥E “ZRIAHEE” 2 A 75 B R 5-8TC B IR (8- 1 2T AR B L 1- 140 =R PR &
Hean e IR EAT -3 28 B 7 i SR 2 WA W B AT 1-64 2% 7, B R e = 3R UL H
A1-9MIRIEF, ek 78 J5 1% 1 0 NBS (140, a0 SR A2 B30 IO ER=FF , 73 79 e S~ Al
1-3.1-6B1-91M0NELS R 5 F) » H A BANFR0 1. 28034 J5 -4 AL HRUAR o 28 BR E (1) 491
R L= NS e N = B/ Ne - LT & N US| PN P 2=
[0339] ARl “HUARIE” 2 45 BUARAEAT 737 A S W EGER 7 H 1 55 — IR B [ an & R 11
AR B FRE AR T 3 R B AR R  AOE S L e | e A L O
N 5 I B K Aw S B N B N T I e N LT /8 I N B e
P HL RN
[0340]  FE—esLifi )y b, A K WAL S WS — DB A A FR O, BRI AE 9 S
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TREAR BRI e VR A0 B — R I S R A B o) e S R A4 R A o IR AR VR A WD AT A« B A
TyHN A AR I AR X A SR BT A X L R AR T o AR RS T B, AR K
AL At 20N 2 Pl AR SR 30, AR B g LT 5 AR R WA 5 AR SC TR AL & i i
A HAR R W, R PR R E S 80U 2 A B R AR AL, IS A AR B
BFEFT A X L [ B BRAE R4 B i e, AR B BRI S A 1 BT A i 2 S f A
T Bk S A wat s e, AR A FEAR SCRT R LS B A SR % .

[0341] 4R SCHT Y, ARGE 387 APk o 0 Sk E SRR D5 % Mgt 2 R E
(R, p<0. 1) 3B b«

[0342]  fiASCHT I, 38 B SR EUE G B /£ R 1%L =55 TG H A I AE B . K
e, R T A AL AS &, % A0 5 5 T AE YO R P BT s B, B Y (1) g
AL, X T4 B sk AR &, 1% B T BB S A I A S, B R i Y T 1) o
VERF 5 A A2 B ], a0 AR S AR By 2 AN SR (1), 5 N H A 0- 22 [R) (R {E 11 A8 & B0 L 15X
QPIAEL 5 10 L SR AR B A By S K, TIEY0.0.0.1,0.01.0. 001 fR{E B =0 H < 2ff) H e AT far s
{Ho

[0343] A SCHT I, B AR 5 MR e e, B “B0 DA RN /B AL PR S A iR
“NT—/8C HEBE PR L.

[0344]  RiE P Ronat- TR sl 34T 22 /0 30O ST (1) B2 3RS 1 3 E .
[0345] AR E “HE W PR A0 HE AR R BH () K IR AL AWK &5 K4 R0 Th 88 1 o o AR 035 Tk e » a1l
SERIRR R ME - PR X SR 2 AN M 0 E KRS AR R B A s IE M A N AR e
PE AN E TR A

[0346] A5 [fa FXY B PR oA v B3R 1 A R B K — AN B 2 A AR ST 7 S 485 o A
L B AR ZE R A5 7] DA BB AR B I Bk s B AR 3 o

[0347]  fE—LLSLy 7 S H, BTl K7 51K IR T-GHRHJK o 491 1, i 0K /5 51 >k 05 T AGHRH (1-
29) B AGHRH (1-44) »

[0348]  FI-T A BH I &3 B GHRHJPR () S R il PR IR 7~ 461 14 51 e 76 LA g R LA 2 45
fER LR 2, By KB A U S I 2 oK i (s oNH-) | 3F B A IR B R B e oK o (R
N-NH2) o XBRIE 5 75— ANXERIE T AT B, 2% 5 1 — DN 2RI B A B, I HXXR A 5
PR XBR LI AT I AR LR 2, L BRA2 N L-AlaBkD-Ala, A8 HL-AsnEXL-GIn,Al5 N
L-AladkGly, 3 HA27 AL-NledkL-Leu.,

[0349] %1
[0350] H-Y-A2-D-X-IFT-X-SYRKVL-A15-QLSAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-D-X-IFT-X-SYRKVL-A15-QLSARKLLQ-Z-1-A27-S-Z-NH2
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[0351]

H-Y-A2-DATFT-X-SYR-X-VL-A15-QL.SAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-DAIFT-X-SYR-X-VL-A15-QLSARKLLQ-Z-1-A27-S-Z-NH2
H-Y-A2-DAIFT-A8-8Y-X-KVL-X-QLSAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-DAIFT-A8-SY-X-KVL-X-QLSARKLLQ-Z-1-A27-S-Z-NH2
H-Y-A2-DAIFT-A8-SYR-X-VL-A15-X-LSAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYR-X-VL-A15-X-LSARKLLQ-Z-1-A27-8-Z-NH2
H-Y-A2-D-X-IFT-A8-SY-X-KVL-A15-QLSARKLLQDI-A27-SR-NH2
H-Y-A2-DA-X-FT-A8-SYR-X-VL-A15-QLSARKLLQDI-A27-SR-NH?2
H-Y-A2-DAI-X-T-A8-SYRK-X-L-A15-QLSARKLLQDI-A27-SR-NH2
H-Y-A2-DAIF-X-A8-SYRKV-X-A15-QLSARKLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-X-SYRKVL-X-QLSARKLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-X-YRKVL-A15-X-LSARKLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-S-X-RKVL-A15-Q-X-SARKLLQDI-A27-SR-NH?2
H-Y-A2-DAIFT-A8-SY-X-KVL-A15-QL-X-ARKLLQDI-A27-8R-NH2
H-Y-A2-DATFT-A8-SYR-X-VL-A15-QLS-X-RKLLQDI-A27-SR-NH2
H-Y-A2-DATFT-A8-SYRK-X-L-A15-QLSA-X-KLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKV-X-A15-QLSAR-X-LLODI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-X-QLSARK-X-LQDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-X-LSARKL-X-QDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-Q-X-SARKLL-X-DI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-QL-X-ARKLLQ-X-1-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-QLS-X-RKLLQD-X-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-QLSA-X-KLLQDI-X-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-QLSAR-X-LLQDI-A27-X-R-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-QLSARK-X-LQDI-A27-S-X-NH2
H-Y-A2-D-X-IFT-A8-SY-X-KVL-A15-QLSAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-D-X-IFT-A8-8Y-X-KVL-A15-QLSARKLLQ-Z-I-A27-S-Z-NH2
H-Y-A2-DA-X-FT-A8-SYR-X-VL-A15-QLSAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-DA-X-FT-A8-SYR-X-VL-A15-QLSARKLIL.Q-7-1-A27-S-Z-NH2
H-Y-A2-DAI-X-T-A8-SYRK-X-L-A [5-QLSAR-Z-LL.Q-7Z-1-A27-SR-NH2
H-Y-A2-DAI-X-T-A8-SYRK-X-L-A15-QLSARKLLQ-Z-1-A27-8-Z-NH2
H-Y-A2-DAIF-X-A8-SYRKV-X-A15-QLSAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-DAIF-X-A8-SYRKV-X-A15-QLSARKLLQ-Z-1-A27-S-Z-NH2
H-Y-A2-DAIFT-X-SYRKVL-X-QLSAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-DAIFT-X-SYRKVL-X-QLSARKLLQ-Z-1-A27-8-Z-NH2
H-Y-A2-DAIFT-A8-X-YRKVL-A15-X-LSARKLLQ-Z-1-A27-8-Z-NH2
H-Y-A2-DAIFT-A8-X-YRKVL-A15-X-LSAR-Z-LLQ-Z-1-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYR-X-VL-A15-QLS-X-RKLLQ-Z-1-A27-8-Z-NH2
H-Y-A2-D-X-IFT-X-SYRKVL-Z-QLSARK-Z-LQDI-A27-SR-NH2
H-Y-A2-D-X-IFT-X-SYRKVL-A15-QL-Z-ARKLLQ-Z-1-A27-SR-NH2
H-Y-A2-D-X-IFT-X-8YRKVL-A15-QLSAR-Z-LLQDI-A27-Z-R-NH2
H-Y-A2-D-X-IFT-X-SYRKVL-A15-QLSARK-Z-LQDI-A27-8-Z-NH2
H-Y-A2-DAIFT-X-SYR-X-VL-Z-QLSARK-Z-LQDI-A27-SR-NH2
H-Y-A2-DAIFT-X-SYR-X-VL-A15-QL-Z-ARKLLQ-Z-1-A27-SR-NH2
H-Y-A2-DATFT-X-SYR-X-VL-A15-QLSAR-Z-LLQDI-A27-Z-R-NH2
H-Y-A2-DAIFT-X-SYR-X-VL-A15-QLSARK-Z-LQDI-A27-S-Z-NH?2
H-Y-A2-DAIFT-A8-SYR-X-VL-A15-X-LSAR-Z-LLQDI-A27-Z-R-NH2
H-Y-A2-DAIFT-A8-SYR-X-VL-A15-X-LSARK-Z-LQDI-A27-S-Z-NH2
H-Y-A2-DATFT-A8-SY-X-KVL-X-QLSAR-Z-LLQDI-A27-Z-R-NH2
H-Y-A2-DAIFT-A8-SY-X-KVL-X-QLSARK-Z-LQDI-A27-S-Z-NH2
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H-Y-A2-D-X-IFT-XX-SYR-X-VL-A15-QLSARKLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-X-SYR-XX-VL-A15-X-LSARKLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYR-X-VL-A15-XX-LSA-X-KLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-QLSAR-X-LLQ-XX-1-A27-8-X-NH2
H-Y-A2-D-X-IFT-XX-SYRKVL-X-QLSARKLLQDI-A27-SR-NH2
H-Y-A2-D-X-IFT-A8-SY-XX-KVL-X-QLSARKLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-X-SYR-XX-VL-A15-QLS-X-RKLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-X-SYRKVL-XX-QLS-X-RKLLQDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-X-YRKVL-A15-XX-LSA-X-KLLODI-A27-SR-NH?2
H-Y-A2-DAIFT-A8-X-YRK-XX-L-A15-QLSA-X-KLLQDI-A27-SR-NH2
[0352]  |H-Y-A2-DAIFT-A8-SYR-X-VL-A15-QLS-XX-RKL-X-QDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYR-X-VL-A15-XX-L.SARKL-X-QDI-A27-SR-NH2
H-Y-A2-DAIFT-A8-SYRKVL-A15-X-LSARKL-XX-QDI-X-SR-NH2
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Biosystems (Foster City,CA) ,430A.4318¢433%Y) 4 FIMEE(FR 7 ) 3L 18 & ik -

(04471 — = A2 2 ST Fv 3 () H80RK A5 A2 ALK K BR AL A 4 16 J7 XA A 8T A K & i
(SPPS) o H.C— A Uit 2 FE BR 48 HH 5 3 34 70 A T AN 7 1) 8 T2 42 8 ST TR ) B R L A Y Tl
TR IR ANIE T T BRI 1), AT 4505 25 2o B ) i AR 1 7 ) AR X T B R
N—2K g FHAE R P R g AFRT 25 5% X Fmo ¢ 22k [ AR 47 00 L), FHBRAR S8 1)« PR AN o )
A ORI E H BeA

(04481 {54, 63 A FH R SR IR Ak 2 e 45 - B 1) 5 BROBR R 7 AR A ) S OUIR I 44 - B0
T I 2 FN ) B DNAMIEE (1 B IR H R A W) G B R B BRI o IX SR AE 8 BN B T
WSROt 7 VRANTT 5 0y T R A A B A R B R DD R AR P A DAL 308 1 R R R PR B AR
139 A 1% 2 L TR 7 B AR R e 51 D0 s b A58 P XS T 0 30 122 42 DR 1) A A Dy e A ) 2 R
T o SR T AL RS 12 A ) S A IR R 0 S N 5 A AT U T T A R %
FEDR o ¥ BRI 2 DRI N ) e B AR, T R G B AN SRR AR S IR R R
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R NE F A A T RIRZIR I bRl T B A I RAEZAK

[0449] {4, A A5 e 0 & 22 10 B 2H A A R A (B, oK H CreoSalus, Louisville,KY
) Thuramed TETRASZ @& ik & A% B¢k H AAPPTEC, Inc. ,Louisville ,KY[#JApex 3967 %
THE KA R A0 B i & 1 2H A T S S SR R

[0450]  7E-—LLSLyif 7 S, AR B I FUIROR IR AL A M)A 5 = e R BR TR R 4244 o 461 4 53X
KM RIS & AR 2 DB 2 BRI T G S H B BB ffk
T4 B TR T AR 5 S8 5 Rz AU IR A 44 5 DR IR AL R e A DL ™ A2 = R W 2 i SO0 R B4k &
Yo IXFERY TE BTN 200852 H 25 H R AZ M S M H i 12/037, 041 iR « KIML S IBUR
AL A a4 451 e ak VA VRAH B AH T V5 A R FF B AT DAL B R ARAF AR AR R SRAEAE I
RAIEEPE .= W, #H W ,Hunt, "The Non-ProteinAmino Acids”,Chemistry and

Biochemistry of the Amino Acids,G.C.Barretté= ,Chapman and Hall,1985.

[0451]  FE—LLsji )y SR, B BOE LB EER ok b, BiEie 3 5 — Ak i) a -tk b AE
— YOS T B, B B e B AR IR LA R D R o F - L TR L a- F D
AR L2 DS R o - L- S R Bl FR R -D- S R Y & B SR o A2 5 —
ANSEHE T S, JRFR S L- BRI R H L AR S A LR SE T SR B 2 1 E N AR
B LRI H R R DR A S H R R (S) -2~k -2-F - 4- R R . (R) —2-F -2~
4= R R « (S) —2-ZE-2-H AL -5-TL R IR . (R) —2- 2k -2- AL -5-TbRIR L () —2-%(
He-2-FHL-6-PEAIR . (R) —2-F k- 2- R H-6-BRIRIR | (S) —2-& ik —2-FIL-T-F R . (R) -
2- @ HE-2- I E-T-E IR L (S) —2- -2 FF B -8-F IR A (R) -2z - 2- i -8-F bk
i

[0452]  $RALLL NG R 5 R e 1 Ut AR B i I Al R AERR H A SR B AR A BH Y
VO Oy T TR A, B PR T RN T B R R R IR AU e — B B o R - LA
M Al — 5 R e —a—F B -D- R R , LA SRR R R L - R H 2R « (S) —2- & —-2-H
Fe—A- RPN (S) -2 Fk—2-F I -6 - Pl 2 . PRI, 75 N YA T S 5 RiaRe ReATRs 7%
H A-H; & LiN- (CHe) 4= HA D L2y- (CHo) - o AHIE , 20LA FAEA KB VRIAES 20 i fia HH ST
AR VR 2 e R S FR 25, HorP Ry WRe W Re W Re LuF Lo A] LS b e [ A8 SC A FF 1K) 2%
P& Ao

[0453] &SR EL:
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[0454]

Frioc . )(\

N CoH
H

R:=H, CHy

R-AA-Ni-BPB
[0455] G Rl 7 BRI T AR KA B LA & 6l & . tBelokon 5 A (1998)
Tetrahedron Asymm.9:4249-4252F7 A il 2 H T PRI (S) —2- [N- (W - R = B) =]
2R R (BPB) 7748 B I BN 0 H 2 B B A ZA R I 2 L N (T D) 28 54 o P AR 28 5
VIt 5 5 85 B B 3 BUR R 43 (1) e S Ak ) s R 5 A7 A X AR & AR R A R B AL &
Yo 75 2, T DARS = AR AL S AT R DL T IR A
[0456] S R% T ER2:
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Nz
HaC, o
Nig-Fmioe-C-o- ¥ 2~ N-a-Fmoc-C-a-T #- _ H H\;K g
e B RALHARR s RleD-H AR [AAT, & (AL > [AAlG
- \\\\ \Rxs s n(\ R = H 3 Me
) A
= WG H3 g
< FmUmN ~COH i
H
N-c-Fmoc-L- Neo-Fritoc-(Sy2-F3k- o
2-Fikg g & :
Q\\ v
“mog. AUCH
Fmog« N c O;H
H
Neo-Fmoe-(8)-2-fitk-  N-a-Fmoo-(8)-2-2k- ARG FRNE
g 6ok B 2 g6 Rt R LT
: o

R AL, AL~ %[AA \J\[AAL,
R =H & Me \xss \ R=H & Me

[AALY #\AAJQ

R,S n\ R = H& Me
N3 \\\

[0458]  fEQA BT ZE2HT R TA A ORI E P — e 7 i, UK RT iR B & &
G4 FUBLER 4, ELIE e VA O BE AH IR G i (SPPS) , AT FH AT 7 ) & 2 R N-a—Fmo e -
LB B E R A B R (S) —2- -2 F -4 TR | (S) —2-&(Jk-6-BERR | (S) —2-
AL 2-F L -6- PR R N e — B U - L s B MIN-FR e — B U D 2 PR ITIN-a—
Fmo c R4 B TE 2N A o SR J It R 25 A4 (0, 5 R G195 %6 TFA) H U0 JUR HiT 44 Mt AR 47 A [
FERETE O T o« UKRTARAE AR VR A M AT I B, B3 78 -5 KR EGR Cu (D /EA LA
VB K PR VE R P [N 2 BT BEAT 24k RostovtsevEE A (2002) ,Angew.Chem.Int.Ed.41:
2596-2599; Tornoe®E A (2002) ,J.0rg.Chem.67:3057-3064;DeitersZE A (2003) ,
J.Am.Chem.Soc.125:11782-11783;Punna® A (2005) ,Angew.Chem. Int.Ed.44:2215-
2220) FE— LT 2, 72 P T a— B8 e T R 26 A1 N 04T =T R B o £E— AN SE il

Zrh, 7E 3% EH Ho0 THE . CHsCN DMF \ DIPEA | t BuOHER V8 & W () ¥ 77 oh BEAT KA A 08 A
%*’E&b‘ﬁﬁ%’é* FEDME H BEAT R D IR o A — e S 7 S, AR 52 P (1) 7K MRV 771 B
T4 K PRI R AT REME AP B

[AAL 5
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[0459] &SRR T ZE3:

[0460]
a o
N CHs HsC
N COsH Fmocs >\COZ
H H

N-o-Friioc-C-a=§ F- N—a-anc-C-ot—“f’iR-
fo _LLRRLﬁﬁ@: e 2 RADAR

AL Fmoh\‘CHB
< N 3 COH > :
' N-g-Fmog-L- Nﬂa—Fmoc—(SyZ—éhi-

YA A RS 2P A4S

\ )
Frocs,  ~uH ;;;;i}i)\JCHS

N"CoH COH
N-o-Fmoc-(8)-2- FiAks N—a—Fmec-(S)—Z-%ﬁv
K 6-_'/5_7%.';;_%@}1 2-F -6 B J

:‘ O
AL X IAALT B Pk AL~ \?(U\[AAlm \J\wuc

R = H 3. Me \xss/\(c R=H & Me
BUERAP, FRAE

RBAR L4

[0461] 7RG BT B3 FTRI H T-& AR KR I &0 — o5 ik R e A5 &
RER AR 4, 3 A I [ AR B i (SPPS) , A A AT e T ) 2 i B N-a—Fmoc—L—Jk 7
H AR LA S B (S) —2- 5k —2- F He—4- TR ER L (S) —2-Z JE-6-BEbRTR L (S) -2 Jk-2-
R -6 - P R N- P e — 8 0B - L 2 PR AN R e -8 SR - D R [IN-a—Fmo e fx
P T 3 R 0K AT AR PE VR R A 5 KRBT Cu (1) W A 7E M G I B2
(RostovtsevZ A (2002) ,Angew.Chem.Int.Ed.41:2596-2599; TornoeZE A (2002) ,
J.0rg.Chem.67:3057-3064 ;Deiters® A (2003) ,J.Am.Chem.Soc.125:11782-11783;Punna
2 N\ (2005) ,Angew.Chem. Int.Ed.44:2215-2220) o 4R J& 0 3 A5 v 4 1 (19 201, S % 70195 %
TFA) H543 21 & =W B R KL A P O 37 I F M E AEM R BT o AE SR 28 S 7 S
7£3% 14 CHaC12 C1CHoCHoC1 \DMF . THF \NMP \DIPEA. 2, 6- — F JEREIE L L IE . DMSO  HoOBS, VR &5
¥ 70 AT R IR D B8 A — S8 S 7 S P, R G IR K PR VA SR B 43 K PR R
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HAT KIME DB
[0462] iy 224
[0463]
N3 N3
HAG :\l
Fmoc<, 2.,
N7 CosH
H

N-o-Fmoe-C-a- -
-4 RUA-D-HAMR

\\
Fmoc., A CHs
N

H

COH

N-a-Fmoe-C-g-F K-
el R LA A

N-o-Fmoc-L-

N-a-Fmoc-(8)-2-54-
2 AR R

\
< 9 wOH 3
Frmoc N

H

cozH

| Neo-Fmoe-(S)-2-84  N-o-Fmoe-(S)-2-Fk-

6 A 2. h6- BB
o _/

(ARl /N;.\)J\[Amm %[AAIO

[AA_]_O-.' .I

[AA) ?(lk[AA]m B

FR _—
\xss n\ R =H % Me
AN
[AAlm" “[AAlg .
RS ri R=H& Me

BLARAP . FFAE
HEWR LT

[AA]n/N?eJ\[AA]m {KM

R=H=R Me

NER

\xss/é R =H 2 Me

O
H
[AAL, < e [AA]m \J\[AA]O
, /{ R=H& Me
i
N*‘-’N
[0464]  YEANA R TT RAFTRHI T A AR R SR — B iE s UK eTiE B 5 &

G A FUBLER 4 » I ELIE VA O B8 B IR G i (SPPS) , AT FH AT 7 ) 2 2 R N-a—Fmo e -
LR TR B R A S B I (S) —2- -2 FF B4R I () —2-Z( B -6-PEIRER « (S) -2~
S 2-F -6 PR R NP e — B U - L B MIN-FR J—e - B U -D- I Z PR I1IN-a—
Fmo c R4 B TE A il o SR Jr Bt B 26 A4 (50, 5 R G195 %6 TFA) H UMUK HiT 4 Mt AR 47 A [
FERS G EIR o R HT AR AR R R A W2 AT IORE , B 75 5 KL 57 i Cu (1) 355451
WICp*RuCl (PPha) 2B [Cp*RuCl] 4/ B2 BT 34T 264k (RasmussenZE A (2007) ,0rg.Lett.9:
5337-5339; ZhangZs: A (2005) ,J.Am.Chem. Soc. 127:15998-15999) . 7E—LE5L i Jy &1, 7
175 5 DMF \ CHsCNAFH THE ()3 77 R HEAT KR4 D 3R

[0465] &Rk T 225:
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H4C

Fmoc\NX

e JoH H COuH
N—a-Fmoc-—Caa_«i‘?’%—- Nea-Fmoe-C-o-F2- P \e-k \ek
B A LARR o ERLADHAK AAL T3 TIAAL Y e

~

A \—xss n'\K' R=H 3 Me
\\ woN
rv\‘CHg

Fmoc<
N

S " ' ; SPPS
< N =0 o COzH > —_— -
N-g-Fmoe-L- NeaFmoe-{S) 2Rk
HFAH AR 2-F %'4" B
L (AR}, [AALT T-eklmo

=
= RS n\ R=H#H Me
| Ne N\
Foc ~, ALCHs

m COzH
N-o-Fmoc-(8)-2-84-6-  N-a-Fmoe-(8)-2- 8 -2- e
g e Ty e ) R

faag, N N [AAlm", }<LKIAA1o [AAL~ \aJ\[AA] ‘. [AA]O/Q
h R=H % Me \xss/é R=H % Me
N

BERAP, A ER
'i@i_k W

[0467] Eﬁué\ﬁ}zﬁ%‘;%ﬁ%ﬁ@ﬁﬁ%%ﬁiﬂﬂtjﬁ%%é\%%—ﬂﬁﬁ/ﬂﬂ,Mﬂitﬁﬁ%@é‘?%
BB FIBRER 5 5 3 FLIE L [ A K A BiZ: (SPPS) , 8 FH 7T 1 M ) i BRN-a—Fmoc— L4 75 3
B LA B R (S) -2- 5\% 2-F - 4- TR R L (S) —2-Z -6 FEALR L (S) -2 Hk-2-
R -6 - PR R N- P J—e - U - L PR AN R e — 8 SR - D R IN-a—Fmo e fx
PHRIE B B IR ﬁuﬂiﬁzjﬁﬂ% BEYE KPR R 1) W7 LEM g SR .4l
ZAR A AT PL A& Cp*RuCl (PPhs) o8¢ [Cp*RuC1]4 (RasmussenZE A (2007) ,0rg.Lett.9:5337—
5339; ZhangZE A (2005) , J.Am.Chem. Soc.127:15998-15999) . fF— L 5L jifi Jy &, 7E 1% H
CH2C12+C1CH2CHoC1  CHsCN DME A THE [ v 71 o 33 4T R F b 45 55

[0468] AR B S AE A SCHT R (R F IR OR AL A P01 A 1 AT FH AR R SR A7 7 1) L 1R F
AR AN ATATIE AT R A BRI & =ML R IR A P B i 21 = S PR B
%‘L%Eﬁ%“%%muﬁﬁ%ziﬁ% Ban, Fvh LB oA B H 2 IR e Ak B A I 2R ]
T DA AN R AN B ) e 5 bR s B R T T AR R BH o 4, LB P R H S R A E
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B IR (1 o~ T AN B B MBI R 2 18 3547 AN Rk B e o A I 3 R A Y AL a- B AT 2
) BA 2 B 2R BT R R o 3 b T S R IR LR R DA PR L o P -
MR Fa—F e -D- MR R 1) B RSS2 A R AT I AL IR o B, &7 AN A 1 2 R R T
B e A o B SR AR IR R R L AT AR 1, LT IR I B BRI AL R R ) a-
i AR i 2 A 8 1) AR i 5 Bk 2 1) 5 A7 4 I R 0 B e o AR O BB R (o AR a - AT R g
BRAELZFEAADTERE T4MEF 2 HITH AR R RoR 1 —n] Tl & A LA
IR I SR I

[0469]1 %3

H
Fmocs,. -

NG O,H
N v

N--FmocL-k A A%

H .~

Friocs. . X
’ NXCOQH

N-a-Frmee-D-t & A A8

I h e
HyCy » /
Emoc s,
N CoH H H o
H Frmoc X E ‘ X
Nea-Finoe-(8)-2-F 3k-2- Net-Fmoc-(R)-2- 2k -2 N" “CooH MOC“™Neo,H
WAk A- P tha- At ; B
N-g-Fmoe-g-& #L Nig-Fmoe-g- &R 2k
/;,/ L EIR D-HE B
H3C>i Mg PLE
FmOC~ “co,H
f H
N-u-Fiioc-(8)-2-£ 4k -2- Neg-Fmoe-(R)-2-F & -2~ CH, HsG, o
FkoS T ARE i SRS FMOG~, FMoc~, A~
[0470] H ¢ Ho 2
=== = N-g-Fmoce-4& R A& Neog-Fmoc-g-& Rk |
P A LR 0= TR -D- A
CHy HGys
Fmoc\N COsH FmocxN COH
Neg-Frnoe-($)-2- 722~ Negi-Frinoc-(R)-2- 8224
TR-6- B TGkt
d "\
P ‘ x\ GOH Fm"c‘ﬁ COH
CH. HsC, & il . .
Frtiot S8 Fm“cc‘-\3 )\ ‘ N-t-Froc-6+8 f ik N:a-Fmee-5-8 &k
N oo Nooon LA D-& A
N-o-Fmoc-(8)-2- k-2« Neg-Fmoe(R)-2-# %2~
RR T F R WA R N3
- % HaCy s
$Hs . }‘lgC}i Fmoc \N>\002H
Fmee e o,H moc‘fH*l COLH . fi H
Neo-Froc-($)-2-8 482+ N-a-Fmoc-(R)‘-‘Z--iﬁ}i%— N;éngzs;ﬁ\ﬁ{ N'a"?;&m;gff E&ﬁf
LT W8 ' i A £ i o
[0471] R 3EIR Tl 8 A SCA TR I A P 7= ) 1 L 1R
[0472]  fE—ULSLE 5 B, B R A LRI & DM 8  AE e s 7 &b, e Al
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L-FA2Y  AERE RS S 77 2 v, FOVPR AL 55 1) B S S PR AN S PR IS AU A& DA Y, i B 8
FER A BRI R L A oSt )7 R, BRI 2 o, a- AR, fa-H
Fe-L- AR H R  a—F DRI H Z IR e B Bk —a—FF B - L e e — 5 s Bk —a-
H D R o AE— B SK i 7 2P, PRI @ N-e B A I, 491 2, N—FR L —Johe Ay
HE R N-H DB B H R R N-F e — B U - L IR AIN-FR e - B U -D- M
78

[0473]  FE—dLsijf Ty S, A AR EH AR T -Fnoc Ml-Boc [F R 47 25 A IR 7 2 FL BR ¥ -NH
W AL B SLHE T B, B A KK AW TR LR -

[0474]  Fivtid H TSt 48 &k BH B9 T B IRCR IR A0 & Wi 53 4 7 i A HE DL T SCk e 2
FHI 777 : Mustapa ,M.Firouz MohdZ% A ,J.Org.Chem (2003) ,68, 55819381981 ; Yang,Bin
4 NBioorg Med.Chem.Lett. (2004) ,14,%51403-1406 71 ; 3= [H % F5, 364,851 ; £ L 5,
446,128 ;£ H L H5,824 ,483; £ [H L )6, 713, 280 FZE [H L H7,202, 332 £ X KER L i /7
F, i B AR a7 58 7 AN BRI R- 1 Z L R B « IX R 1 2 R R AL Ay B AL B IR A K
W&, Hon] DL T S8 AR 45 AR IR £ B, BUE , & et , 76 R IR0 & Vi A4 7 1)
W B A B RS IRAR TR M B AT RTR R B

(04751 Mg dun, K (L) IR R ML AP LA B s il 4%

[0476]

O AA

ARZ T .

O AAT O AA3 AN ‘ai
"o M?JCJ -0y U j:_o\

| AATTONT

HE AA L AAr. AA; B B B BB 8k .
BRTEHRAEP, XADWGIIK KIFLE Db T T8 &

: . AA3
O AA1 H O AAZ
Br/\)J\NJ\”/N\.)kN
H o Aaz

AAS
1§ - TR %NJ\WW";

.. H I 2 T > Oj:NH (')\o
S-Trt AAT ”{/8

[0477]  HdrAALAA2AAsS A ST b R R 4 R TV

[0478]  7F—esiyifn 7y 2 Hp , UK R FR LA ) DA Ik — Bl e A 4 3R AT, 491 X A2 R T 22 Bk
R RS AR (B57) o T2 S5 MR BB 0% BUAS el 1ok JIA €% 07 v 9 8 o 7 — S s
Tt 77 G H, — b A AR AR T e A A B G I A A PR AR A SE R T R, UK
K IR AW B A AR I 42 ST AR AR T L 206 24 2L B8 B %) 9 i 2k S 0 ) S s o A
P S 5 () A A BRAAR 7 D 20 B g 1) e 2 B v TR A LB o A — AN SR T Frh, IR
K IR AW 228 AR I 42 SR AR AR T LB 24 2L A S8 B (%) 8 i 2k S 2 ) S s o A
Y TE IR A4 PN B4 A1 T 28 B8 s 1 R e P B e [ Al i B

[0479] 5%
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[0480]  f5iltu1 , A< & I I U0 AR K AL A i b e el 4o S D BT ) 2R AT M o AR —
WU St 7 e, AR BH R PR IR AL A A A T B0 = AR SCHIT AR (R B R A R 22 ik LA i
KA T

[0481]  H Tl a5 fE Y L 30

[0482]  {EVEMH , BAT a— M e 45 M8 22 IR — 45 M AERE 1A ith 45 M Fla -8 e 45 0
() 3K B B A& P47, T30 PR “H IR o DAL, 8 B, a— MR 5 A S AR VA VR 32 22
FENLAE T, a1 B B E AN T25% . 3 — U7, ARG BRI IR ISR H
a0 22 /D SR AH R HEAS R 2 IR 2 i a— W8 e JE o /2 — LSl 7 B, AR B K IR L A4
HA R T50 % K a8 e . v 1 I5E A K B BT HUIR R IR AL & P I e S, AL S s g T
TKVETR (B4, pH 71 50mME IR 7AW B 28 187K 5 15 21 25-50uM IR FE) ofF FIAR eI &S50
(4, 38 )5, 20°C 5 P K, 190-260nm;s 25 93 #% 2 (step resolution) ,0.5nm; 3% &, 20nm/sec;
R 105 MR, TAD 7 58, Inm; BRAR KL, 0. Lem) 7E40 G RARTE (B, Jasco J-710) 3Rk15
[ — 5 (CD) 38 o Tk 1 2B A [ 22 (2, [ © 1 2220bs) i DAASE Y WR e |- IR i JE 1B
(YangZ5 A (1986) ,MethodsEnzymol.130:208) i & & Ak a— M8 & & .

[0483] AT~ S IR A2 (Tm) Y56

[0484] 5 4 45 Ry ina— R E (1) 4 & BH B IR K I A- 420 Y87 HH A8 b A B2 () = 28 B
% IR R B AR R P R AR B IR ORI SRR D> 60 2C 1 Tm, 38 BH 7E 7K ¥ i
W s R E IS M o T BT KBRS A R 2 () 2 0 5 UL R AL B M BRAB 1 1
WA 72818 o (g, BASOUMIP) 263k J%) , 7 Hs ki FHFRHE S (B, 3K, 222nm; 25 4y
FEZ,0.5nm; 3 E, 20nm/sec; RAR, 105 N, 1FD s 7 96 » Inms L5 BFAHEEE, 1°C/ 208 B85
KBE,0. Lem) 8496 MIRETE (a0, Jasco J-710) b3S 40 5 2248 — 52 36, BEYE ] (9 1, 4-95
‘C) P9 B AZ A A 72 T

[0485]  ZE AU RLLS

[0486] ik i 21 Bt i B 5 52 21 25 [ Bl B 7K A, AT BUEE IR AL B D AEAR N 55 T PRI P4 i
ELAE: 5 IR E (1) T2 s e 5 0 I i i B, ATtk AT AR 4P A T 1 K A 2R o A R BH () UL
RKIFAAE Y R] LZE Pk o0 et 8 10 25 1 7K, DAV S5 A R 9 A A8 3 22 IR B HERE: fig i
R ATART AR A o 1 01, R R IR AL A P AR R A 22 Bk 22 IR 5 R 1 B e — iR i &, 9F
8B AN ) AU 5 O 0 K B, B S HEAT HPLCYE N A4 280nmA ity 45 SRR fie %of 72 B4 )
JEYHEAT & B o 81 B, UK K ER AL B W ALK B A4 (Bmeg) 5 i 28 1 BE BTG HE (Pierce)
(S/E~125) I H0.10.20.90F1 18043 B o ik 5 2B O AT B8O KR N 5 T8 T-HPLC
(%) 75 280nm/Azk (14 W A I Xof 43 5 )b T VR B A A IS AT B o B 1 KA SR S s HH — 2
B 775, HIR 20 Fk Bl In [STAHNS T 18] 4 it 2k e (k=-1XR}28)

[0487]  f& 4N E RIS

[0488]  HLA LA S FAR IR LD R R AL A B AT 461 2 /0 Sy A B ) B AS TG 22 JIR 1) 2485 1
a2 i, HEAT 12/ B A A A4 3 3 o X T4 1 i i A2 e Tt 92, ] LA A 22
TR o 4840, G TP R IR A A PRI AE B HEAC I 22 K (2meg) 5538 B () /0N R K SRR/ BROA UL
& (2mL) —EAE37TC R E 0. 1.2, 4. 8FI24/Ni o A 1 I 58 5e AL A I 7K 7, v DU R
TR P - B 100w ] 1 M5 56 72 B 2m ] 550080, 3235 NN 10RLITI 50 % FF R F1500uL 2. JiE
FEAEAE2°CR EA14, 000RPMES 0 1043 S SR 4 HURE i o SR Jeols I VR A2 B8 1 2m L& o, 5
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FEN2<10psi~37C T #ETurbovap b 728K - FE S /E100LL¥50: 50 i - 7K B 43, FHFEATLC-
MS/MS% T

[0489]  fh4heh A0

[0490] A 1 VRA SUBK ORI A ) AN IR R AR 5 32 44 B 1 519 &5 6 RS A0 7, 49 A FH 2
TeAmARIRIS (FPA) o FPATEAAT FH w41 't A0 5 7R B 77190 = 4 B ) A o I 22 24 Hl
POCHORET, T A RA S RN S FER 5 W, 5 KEAREGHIFITCHR IR
IR BRI ERER R (9, FITC) 5B A& 7R3N o (B30, 7235 I 25 B F LTCARIC T IK)
RO R ER IR B A EUR e R L B R B "R FE R ERROGR R
TR FHEE K AR IR o

[0491]  fltm, % JEARICHT (fluoresceinated) K KFFAL-S 4 (25nM) 552468 A i
(25-1000nM) 75 254 22 P (140mM NaCl.50mM Tris—HCL,pH7.4) H7F =8 T i &304 8.
40, FR 64966 B (i, Perkin—E1merLS50B) i itk 5 3 s I 58 45 403 7tk o 7] LAAH
A fnGraphpad Prism#f4 (GraphPad Software,Inc.,San Diego,CA) il id=E£R 4 =154
Wi e KdE  AE R LB LT, AR B B S R IR LA 4 sl 7 5 A L) A Bk 22 IR SRR
(B EAR K .

[0492]  H]T-3RAE K55 A A ELAE A A& BRI 4 40 B 3l 06

[0493] S~ TR S TR S 2 AR A S (M A AR AL B R 45 A S A g, il an
A5 F R AR TR R4 5 B 2 YA 1t B UK RIS 2 6 Im 3Rl 56 (FPA) oFPAT,
AAE F R R 6 R 5 7 B )00 & 4 B A oI 2R Y Bl R BOR R , BT I & 7R
HAERRWSFEN 5+ B, 5XEA RS S IIFITCR LRI ) LR 5 eonig s (B,
FITC) 5 & /L8N (o, B W i B P ITCHR LI IR 2 R BR FIAH L BAT
BRI e S 2, B 5 A6 B R4 8 1 40 BB SRR B R R 5 A i 7K R I 41 2
I FEPUR AR IC IR KA W) 5 152 AR 8 A R 2 (W) A ELAE B4 & V0 5 56 - PR 45
A FPASEES H AT R I o

[0494]  f5ilty1, HE 5B FOFE T A (InME LmM) A3 SEAR T B HUK KR FRL S (25nW) S5
SARE A T (50nM) — AR AE LS A2 R (140mM NaCl.50mM Tris—HCL,pH 7.4) H7E 23 T ik
B304 1, R 666 T (B4, Perkin-Elmer LS50B) i idt 57 ' i H I 52 $5 71 77
B 45405 VE . aT DUS Bl fiGraphpad Prism#ff (GraphPad Software,Inc.,San Diego,
CA) JH L E 2 M [R] U 4 B SR 1 2 KB

[0495]  AE—3K 5+, G NN K AL E R BCE 1 5, 7T RLAE 58 AR e s 1
FEHURAT AR U o

[0496]  jEid ¥ Al £ A R -TEAR S S

[0497] Sy 1 PEAG AL A 000 88 1 I 45 6 A0S R0 77, 18 % FH 51 R e - i 43 #r ik
36 o % HE DL R X 4 RGN RESE IO MEIR AR MERE 7 , 13 F L uMABLBE R 1L A 90 m s uMEE &5
AT A TR 25 A SR 58 R AOuMAIK R IMb A Wi £ IR 1ul. DMSOSE A7 I M AE 191l
PBS (15 £h 22 M #h 7K « 2747 150mM NaCl{150mM, pH 7. 5T R £h 22 ) v o 15 31 (1) 1 L it
RERIRGHATIE A IFEEAEL0 000g T 550104 Bhidk AT ¥ o 141 4nL 2515 31 _F RS w0 n
AAuL 10uMEEER () IPBSIA VR - BF N8 . ORL S IR AE i DRI G 5 A 7EPBS H (13K B2 45 . OuMIF)
40pmol (1.5ug) F& 5T, TN TRMPMK KIS H12 .5 % DMSO o %) 4N B2 e 201 1 i 48 110 AL
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W RERAE IR NIR B 6005, ARG A E4°C, 2 JGHEAT5 . OuLiE NG K /N HERR J2 M -LC-
NS B S E N EA F-T A E SRR LS S LS AE S N BISECH: |, il it
PR SECH B B A 5 RS G 1B 7E1Z A 1 48 o SR A UVAS I 25 15 U SECA: e R, LA
UE SEAE SECHE I AR K A AR Hh e JBE 1 7 BRI 1) 8 11 Rl o AR B8 FEAE B R 45 A 1 e3P
R I 7 B ok AR S A S A B A TR R AR R I UV B2 BE M 5, e AN FE
i RS, 76 Hod MCSECE BRI kT 5 383 1] 1] LAY EL R 56 A2 B LC-MS . JE 1L EST-MSEA Tl
HARIm/ 2 SRR KL A0 (M+31) ¥ 88, AR SERG T B 8 A F-Te A = A1k

[0498]  FHT 25 1 ;- AEK i e SL 30 i 4 A

(04991 Sy 7 PPk BURRAL A 5 &8 (1 BRI 45 B RS RN 77, 9, B30 AT 8 11 - G AARK 7 7 5K
56 o B 1 - BCARK a3 8 SE 30 W0 T BEAT « ] £ 1% SRR RE 1K 0 72 AR R R AL & 0 it 24 VA TR
(5,2.5,...,0.098mM) [¥j2ul. DMSOZEA , SR JG VAR AE38uL PBSHY 15 21 ¥4 W Il i e i
HATIRA FFEILAEL0 000g R B0 104 Br @ TS - 14 . OWLZAn 15 21 _L 35 0h iIn A4 . On
L 1OuMEREE 1 RIPBSYA W - B8 . OuL S B4 4 R 5 7 7EPBS HR I 9 2 95 . OuMF¥ 40 pmo 1
(1.5ug) BB, ANEWSE (125,62.5, . ..,0. 24uM) K135 & K12, 5% DMSO. &t b AN 3 JiF
WL 1] 2 B U R A IR N IR B 30980, ARG HI B2 4°C , 2 JGHE4T 2. OuLyE NI SEC-
LC-MSAHT o JHILEST-MSHZE M+ M\ (M+2H) ** (M+3H) > F1 /B (M+Na) ™ 85 5 W FR B 55 1
s E AT B &, ARG S REA, DU S 45 628 R 73Ka, WBL R SCHRFTIA : “A General

Technique to Rank Protein-Ligand Binding Affinities and Determine Allosteric

vs.Direct Binding Site Competition in Compound Mixtures.”Annis,D.A.;Nazef N.;
Chuang,C.C.;Scott,M.P.;Nash,H.M. J.Am.Chem. Soc.2004,126,15495-15503, LA £z “ALIS:
An Affinity Selection-Mass Spectrometry System for the Discovery and
Characterization of Protein-Ligand Interactions”D.A.Annis,C.—-C.Chuang,and
N.Nazef.In Mass Spectrometry in Medicinal Chemistry.Wanner K, HofnerG:Wiley-
VCH% 2 ;2007:121-184 .Mannhold R,Kubinyi H,Folkers G (&%) :Methods and
Principles in Medicinal Chemistry.

[0500] ik 5% M1 £ o i vk BEAT 36 PR 45 65 SE ) 0 B

[0501] Oy 1 # € WA S35 5 P45 5 55 1 UK BE 77, 91 40, BEAT S8 Ak 35— BTl 3 i ik
56 o I B = Rk A4 B R 20D SR 47 400uM Ak £ -5 14ul. DMSOYR & il 48 A Rl Al 434 0u
M BCARTR AW o IR 5 1 1L SR IR 12 TR Bl RS 73 40UMIVI VR 5 5 3 E 7RI KR IR AL & 1)1
BB AT (10,5,2.5, ...,0.078mM) (K 1ul. DMSOZEAR R A o Ik 6 2ul A it VA AR /2380
L PBSH 45 I A ¥ UE R S B ROBEEAT IR A JF 8 AE 10 000g T 100 1073 B BEAT HE TS o 1)
4. 0uLAE RIS INA4 . Oul 10nMELER [ FIPBSTA VR - B8 OuLSL IR I R I 75
A AEPBSH KK JE 5 . OuMIXI 40pmo 1 (1. 5ug) Hx 1 5T, N0 . SUMAC 4 .2 . 5 % DMSORIA 7] 94 J5
(125,62.5,...,0.98uM) {37 58 MR R FRA AW o Bt X0 BN I B 01 3k ] 8 FK) U A
FEZIR MR B 60775, SRR HI 2£4°C, Z JF BT 2. 0uLid NVR ) SEC-LC-MS73 7 o X 4 1 H:
CHVER BN AT AELL R SCHER P #E4E : “A General Technique to Rank Protein-—
Ligand Binding Affinities and Determine Allosteric vs.Direct Binding Site

Competition in Compound Mixtures.”Annis,D.A.;Nazef,N.;Chuang,C.C.;Scott,M.P.;
Nash,H.M.J.Am.Chem. Soc.2004,126,15495-15503; L f2 “ALIS:An Affinity Selection-
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Mass Spectrometry System for the Discovery and Characterization of Protein-—
LLigand Interactions”D.A.Annis,C.—C.Chuang,and N.Nazef.In Mass Spectrometry in
Medicinal Chemistry.Wanner K, HOofnerG:Wiley-VCH%i= ;2007:121-184 .Mannhold R,
Kubinyi H,Folkers G (&RF4i#E) :Methods and Principles in Medicinal Chemistry.
[0502]  7ESE B M h 45 & i

[0503]  f A G&Ji Ik H0 P VLU S50 M 5 IR BRAU R K I A40) 5 H R SR 52 AR A 52 B2 4 i v
454 B, SE B 4 5 9O e ic ) FITC-Fric i) b & MAE LG 1 N IR E 4/)
I, e AT ML3E Bt i — D G 4- 18/ ARG E IR YTIE , FF7E4°C N AR AR S P
(50mM Tris[pH7.6].150mM NaCl. 1% [ CHAPSFIEE (A B 471 F1VE S 42) T ik & 1095 .
14,000 pm & Lo U157 B, W 8 BB IF 51001 1L FEH-FITCHUE — IR & 27N, 7£4
CI e, BeE it — P AE4°C T H5EAAG Sepharose (50u1 50 % Bk %) IR & 2/NbF o Pk
BYD S5 P UTTE VA B AW I SR B (B101, 150,300 500mM) 1) 22 22 i Hh 6 5% o B
Ja LA150mM NaClH~PHAT R , < J5 N & A SDSHIARE i 22 Pl F B » B0 5 » AT L fi
FH4%-12% B FERIB s—TrisEERON B G BBHAT LUK, 325 56 72 3| Tmmobi Ton-PJEE_F . 35 4]
Ja AR HURE B 5GP ITCHR Ak — I & , 15— MpEk 2 Mok I -5 SR AL & Y 45
AHHREARKPUE—RZIEF .

[0504]  Zfiffi2E E Hr

[0505] 1 WS AUME R EME SV AAE R HEAS IR EIME A VI A M2 1B VE % 52 B2 10 24
W5 AR L ORI AL S VB B FT HE S ORI &4 (LouM) — B AEA & ILiF I 1y
FrAEH3TCIR B4/, Hss g B2k, I S A (0.25%) 7E37°C MR B 1074 .
TR 40 i I HE E 2 T-PBSH 3, d it A FHFACSCaliburim SR X B Ce 1 lomics’
KineticScan® HCSTLEX 2 Hraifu e

[0506] RN E AT

[0507] Sy BF A AIR KIS VDRI AR N AG 8 PR, 491 3, 1 /) SRR/ BS0K B, 38 1 i bk 1A I
FEE P IR N 32 42 LA O . 1-50mg ke (K3 BE e FHAL &4, FEAETEST E07 .57 0157307 L1/
INf 47N L 87N AT 247N S ER A o S8 )5 1 b B i Je ik LC-MS/MS I 5 251 L3 e 1L 37 HH 1) 5
BAAMKE

[0508]  IIf PRSI A6

[0509] Sy 1 e AR PR B HDER FR AL S0t T N 83697 1O& AV, 3047 7 I AR A58 . 441
W, P AR S W B A LR S0 EUIE BUE F2 A R I B/ 29097 0 B35 AT Bk
SRR — B AR HRA, I, XPya T 4 it AR % BH B UK IRL &40 , T i HE 4H 4252 22
J 7R B RN GHRHES GHZG ) o X A5 , 7] DA e of 26 38 L Sl vl 4 A A7 2 AT AR 3 o = 1 TR R
AT FCBORVPAN A K B IR PR R IR AL & WD IE 97 22 A PR R o AE AR SE Rt v, AHEE T
ZRIGNGETT I B A R, I RIS Wiy 7 I B 4 o e s KA 7 2
[0510]  ZGWM4l & WIS 25 s tE

[0511] AR LR RIS W) A 4G e 252 B mT 52 AT AR BRI 25 . “24 %% b mT 4%
SRR BRRA KR ARGV 255 Bl 8252 10 & R BRI S AT A B L e AT A
W, HAE A 452 2 it 5 B 8 (BB Heth) $R LA KR BH AL A4 JU A R 2452 b a]
FESZ AT AR =2 22 (A1 L3 0 it P R DA i A R BH B A A P e A 1 R0 RS (g, Je et
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P e A B A6 A P 33 N LR WSO > BIORE T T B4R A B 38 Invs Ak &7 el AR X =
(Bt , B 2R Ge) 1R 33 05 1 SR AT AR ), — e 2 2% T 52 AT AR DB &5 4 =y /K 1k
B B AR R et s 2 A .

[0512]  7E-—SLSTyf 7 S, AR B I HUIOR IRAL G 418 i L B AR SE A o 422 1 B 3 1
B Be A #EAT 200, LA S B PE 0 A W M o X AR AR A AL RE IR LR N 25 B AR IX
%= (a0, My R R PR R G0 (AW 2B IE e IR R 3G n v fid e DA
FRVFFEST I DA DL A U HRE ZE R AE A

[0513] AR I AW 2455 Bl 32 () Sh A 5 IS L8 H 25 % b mT 4252 1 oAU HLE
FRANTAT A 0 £ o A IE R U B+ B B L. C IR #h R IR &L ORI IR £ T IR
TR L . IR EL T AR R £ PR IE R R IR Eh L A BE IR £ IR ER £h L R
MR CUIR Eh SRR #h SRR £h VAR £h  FLIR 1 . Bk iR £h  TH IR Eh L TR £h  2- 28T
FREL AR £h AHER £E AR AR £h (palmoate) HEER £h 7R ER &8 BT ER &8 (TN ER £ /K R
hVBRIIER L IR ER h W A ER £L L ORI R SR AN — R &L (undecanoate) o FH A BT A
) Sh/ B FE T Eh (B, B ) IR 4 JE (B, BEER) JERERAIN- (B2 4T Eh

[0514] B T FHA K BHBIAA Wil & Z3MA G 1), 255 b RT$52 B B8 B RE AR BOR A4 %
A4S o [ 428 B XD A SRR 70 70 AL TR B 91 e 591 A 7R 3 ORI 791 o [ A 244 ]
PLAE—FhEk 2 R o1, Hoth m] DAAVE e 01 ik 700 RS 575 B B 770 70 e e 77 BB A
BERIEAE F o AEBL 7 SCERA B R ST PR AR T FC BRI 25 55K 4875, 2 0L, 440, 5
Hri A K Remington’s Pharmaceutical Sciences,Maack Publishing Co,Easton PA.
[0515]  AEAnFfIrh , A A 40 me i [ A4 , 5 AR 1) v PR R VR o 76 B I WE TR R
HA W EORG AT BT I A 1 BEOE Y B L VR &, IR S Rl 75 ZE T IR AT R /)N

[0516]  &adk () [ A4 T 7 =2 e KA A B B 1 DR, B0 s AHAS PR T < B, 0 4 L0 L 1
BEH R BB BUEE R B TOK N K SR EHEUH BRI VE R s A 4E =, P R A4
R IR YRR BUOR IR YE RN s A IS, AL RERA o Ar e B A B s i s LA A A o
TRR B RT R D B 1 o T SR TR S, N AR SR SO 7R S BRI 2R 2 S e e e L BT
Y PR B Lk T R PR

[0517] B AA 2 3D 5 7500 A0 5 VA W~ B VBRI SEL VR, 9 2 5 K BRK /TR VAR o X5 T 1 B b
VEST, AR5 ] PAAE SR 20 B /KA P T il e VA R o

[0518] 254l SR 34 R BB A7 2L o FE SR RE ) T 20, 5504 40 5 A i v MR a0 1) B
A7 55 o BRAT 5 2R AT DA AT 2 1 71, 1260 R, AN R e I LR e 1) R R R )
IRECL T R A o F34h, BRI AT DL S HE L R e BRI BUEE AR & B AT B2 A
ST I 2 B 1) 3% L8 55 2R (R4 — ol

[0519] AR BG4 A8 S UK K IR AL S 0 A — PPk 2 00 55 4 36 7 7B 715
HAWE A AW T3 HM ) 25770 8 B 12 DB A6 S — ¥R 97 7 SR il R R &= R K401 -
100 % (1) 7 &K, BEALIE K £95-95 % [ 7l & 7K AFAE o 7 — 852 77 2, 7 4h R 245774
NEFNETTEM— 0 SRR AL EY) 5P B, X 2 5512 B — R AL — B8 4
R —HEVH SR RPNE YR G,

[0520]  fF — L SEfE 7 R, % H AW LA AL B AE AE i B A R 2 AT 3 2K 48 0 4
0.0001mg & £11,000mg UK KIML G40 Fodh AT 28 KT A B i E A 4.
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I, FE— B STE 7 SRH 1% B R AT DL I I 1 A1 2] 1mg 22 29900mg « 2] 1mg 22 2800mg « £ 1mg
% Z1700mg . 2] 1mg £ £1600mg . £] Img 2 £J500mg « 2] Img = £)400mg . £ Img £ £)300mg . £ Img &=
£J200mg « 2] 1mg £ £J100mg 27 1mg 2 27 10mg - £ Img = £J5mg . 210 Img 2 £J10mg . 270 . Img £ £
5mg~ £ 10mg E £)1,000mg . £150mg £ £11,000mg . £ 100mg £ £J1,000mg . £1200mg £ 41,
000mg + £J300mg &= £J1,000mg  £J400mg 2= £ 1,000mg  £1500mg 2 £J1,000mg - £)600mg & £ 1 ,
000mg. ZJ700mg % #J1,000mg . ZJ800mg £ £1,000mg . 27900mg 2 #J1,000mg « £ 10mg &= £
900mg  £J100mg %= £J800mg . £ 200mg %2 £ 700mg B £ 300mg %= £ 600mg (¥ # I K AL A4 I
EhVHATZ  HATAEY B S

[0521]  fE—RLsLje )y R 2 A AW CLFRAL IR AFAE , % A7 7 A] I 5 12 Img L 2
2mg .« £)3mg . £)4mg . £]5mg . £16mg . £ Tmg . £18mg « £]9mg . £ 10mg « £]20mg . £]30mg . £]40mg . £
50mg+ £)60mg . £)70mg « Z)80mg « £190mg » £ 100mg « £ 150mg « £ 200mg « £)250mg « £)300mg . Z]
350mg « £1400mg - £1500mg « £1600mg « £1700mg » £J800mg 5L £1800mg [ UK K FF4b 54 Fo
HAr 2y AT A B AR H A

[0522] GEMSAHABEAOFEAR T DR GEIKA  EE S50 8 4 2R 200,
SRR B A BE A H A BN RTG 2 . Jh Ak, A2 B U, i B At AR LR A
BN ERVK A BE NS, DA B O N IR IR R B S

[0523]  FEHEULSTE T A, A SCHT R A9 LA RER i A 2 4 B 5077 i A 1, a8
TN EYERENGE B AR ST 2, it (an f2 eI ) N EGE S
JUL PR sk o Tt A S8l 500 o S A0, 72 B SR 7 B8 b, 29 W AR BE 1) 25 W3k R e 0k, 4
W, R A 2 B R R UAR I I PR b o AR SRS 7 b IR PR R 28 B, AR T
TG PR AT o 7E P — L8 B SR T R AR SC PRI 1Ak A DA BRd R I R T AR
b, DL SE ORI B U Rt , B B BB U R i T AU it o 7B — e B Se i T &2
Rt AR ST R AL S 4

[0524]  FF 55— AL R, A SCHTRGA I H S W BC fil e T 10 IRes 25 AR SCRT ik
(K H & P i W IR I &1 5 B n 25 b R] 52 B B AA BB 71 45 & TG i) o 7525 Bl
SEJE T S, AR SCHT R A G Y0k FC fi s O ik R, LA RE ARk U, R A AL
FRINEE TR g 2 71) S VAR 7] S5 P 7510 A 2 701 < Tt 1) ) B ) S

[0525]  fEHLECsLE Ty S rp , FT D R 259 i it ad ik DA T 20 SRR o — Pk 2 P[] 44
W -5 — Pk 2 PR SCRER BRI G IR A AT 1 HUT B8 P43 98 54, FRAE I
ArE ) B Cn R 75 E 00 J5 I Tz U8 54, I 4S 2 A FRIEEE FRES . A 3 I R 71
e A, EORL OO LS LR | R H R BBl AU s A AR R a0, oK TE R
INFZUER OKVERY SR ETE IR VIR VR R AR R AR RN A 4R
PR LA Z A B W0 SR L B B (PVPERCR 4 ) SRR R A o A8 B AR ) St Ty &
H A 0N A 7)o R A TR S AN K U, A TR TR R AR 4 3 M 3R 4 S s e i L B
JIE B L PR B L Eh g S R N

[0526]  fE-—/NSEJETT P WEE AL A A AR R A — ZEZ A ENaK. £ R
PR STt T7 ZE R, W AR ) R T 78 ) Y o R v AT A Hh 5 A e 4y, AN 2R 4 R
Ui, 1 BIRAT Bz AF R W 3R I L R B S R R B 4 T, AN/ B AR VR TR
A IE R A VA RIBE ARG TR E I AT IR O G B A/ B A BT .
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AL, AT e R FH YRR/ B (B 3R R FRAETE AL SR &R A RIA 5.

[0527]  fEREMLSTE T B, 6T B RUE R 2 /D — PR SCRER I TR R PR AL A P T il 1
How TR o 1 Ml 9 2R 0 B R i e B N BE & SRS 3, DA A BH e A - yhEs
BB ) BB AL ) o R ) B B R e AR AR R S 77 B rp L HEA AU RS A S —FEl 2
PRIERHE A S TR  IERMEFE , 2Rk U, FURE RS & a0 ek , A1/ B0 F) anig A
BB ERBE , LA S AT e AR 7o AE HE St 7 22, BUOR B 5 A VA R B TR AE A & LA
W — PPER 2 MR YR G - B 1E AR R, 2SR UL, — PP a2 FiOla 107 il S VA
BB SR ¢ % e Ah AR I AR 8 5

[0528]  fEHESLETT B BIGIT A RE R 2D — PR SCRER I TR R PR AL A P T il 1
T ERECE 4525 1A TR ECE T 45 240 B A , AL LA 2B ud , Fr 77 B 77 Bt
2 o AE X — B8 HE S 7 22, R AR SCHER I FIOR IS W BC il Bl FH T B A5, s
T8 A T P A v B0 S BaniE 1 ) o A8 BRI SE e 77 22, BT 3 % i ) BA B 57 Y (491
W, 7E ) BUAE 22 1) S 2 A Hh A 4t o v S o R0 o AR A b 0 N 7 R o A S — 28 H e S
7&K A Y ] RS T B B AN ST R 2 AR N i P BOK PEBUE 1 R
SVFVR B TR B TLIR - W B 4703 5 ) ) A e b 5 T 1591 1 0 R AR R A B A
o AE HAR SEE T 220, T W B A5 25 10 250 R A0 48 7K I T SRR s A B 0 1) 7K IS
TR o AE Sy MR SR T 22, R TEAL A 40 2 T VR ) 8 85 3 ) ek PR 9 S e VRV o AE AR S
I R 2 A A 0 P FHIER 6 3 1R 516 G PR VA 7R B8 A4 A 4 128 ke i, T g ek, 2 Jgk
BCA R IR T R B , v B8 L BRECH I =18, BUIR B o 78 8 BLAR ) SET 7 B, AK T
SRR A T INS PEOR FER A o, R TR AR AR A RN LD AU B R SR ARt L
FERUE A B AR 8 B AL B V0 R0 e 2 DT e 1 ] 48 v S8 TR 47 1) 8 R FR al 7) « B
& AEHESET T R WS TR DA AR 2UAF AR, DLBLAE S AT A -5d i 2844 491 K i
PFKEE

[0529]  ARSC 25 WeH & W ml LA sk R e FH — YR BROPT VR B = IR B IR B TR BN K 5 BR
B JE e FH — IR B IR B =R B IR B LR BN R, FF HLAT BAE AR — R — A
H3MH S H 8 s 48

[0530]  {&f A5V

[0831]  fE—NTJ7ii, AR B AL 7 B KRG, Al e P Al i T
SN AT 5 WKL A BT L) B ) BTBSUIR 1) R SR T A4 AH 45 & 1 o 49 T, ZEGHRH 3R
g, He T GHRHAI R IC R U R IR A ] DL 56 4 PR 25 & GHRHISZAR ) /Ny — B AE LS &
TS T FH o 50 9 25 A i 90 P VRAE AR S M DA I 1 52 6 T GHRH AR G e PR A I 2540 o
AT DT FHAR SCA FF BT MR R IR A W) S HL 25 A OB AR AT IX R LS G AL

[0532] AR EHHE— DAL T UMUK RISV BRI AL o 72— S 7 e, IX 4
USR5 A S ORIRL S PRI R BRGS0 AE DR R R AR IR, WIGHRH. 481 401, X A (1)
PR IR R SR 85 11 5t -2 1 SO ELAE 5 491 IGHRH-S GHRHAZ A -2 7] (1) AH LA FH o

[0533]  S—J7 1, A R BRI 1 I0E GHRHASZ A4« W TT SRS AR 380 2R 1 A e ARSI 7 5
VAR R B I i ] G s LB Tk 2 i 0 A 2, 46 o TR RN B T T 2L 2R o A — s
Jiti 77 ZE A8 AR R BH B 25 A A W0ia T 7 R R PHEE f81) 2 230 A PHESEE 1) 32 303 - 2 L 49
MakimuraZE A, J.Clin.Endocrinol.Metab.2009,94 (12) :5131-5138, HAEr Itid it 5| F w3
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Ao

[0534]  fEH—AJ7i, AR BT AT 7 B e ikah =z B 5T (i i o 12
ot 7730 v 9 J5 18 PR 28 PR A 5 9 09 Jo « 28 R M S 1 2 S8 Jo) A/ JILAEAE AT IR AL
R ZE 4R 75, a7 B REHIVER FUE FRANR £ W I BE BUE SR AR K75, R
FERRNALEE AR S AE N I A RBCR 2 ALK 5 v, BUN AT B R EBUE i 4r A1k
(K771 o X B 7V A4 o) B4R N SSAE N (R T 30 W e A B AR R B A &4 A2 — 1
SEHtE T S AR T LR 2480 677 A AL S MU A B — IR IR A
AL B R — IR AN R A JA PR IR P AN R e g S IR S B AN e B A — 2
At

[0535]  7E— MLy S, AR SCHR AL T TR N AR KRB sk Z (M U715 - IE 2R sk = m)
RE T F 9 A TEAR BT I i 52 0 B2 A5 S 3 « 2 b, N AR AR KR ok = 2 R TR A
iR EOx G SR TE (VR T (B e 3 g B A) RS A o Bl A AR KR ik = 3 ] E T AR L
PERLY D G o AE— L SL T S T, AR L) F T N KRB S Z 0T M A &1
PAASEE S R — IR A AN I B R — IR L AN 5 J P O R A AN L g A —
R R 2 BRAN R S g A — Ik (R A it P

[0536]  AE—SESLifi Ty &b, AR SCHR AL T TR LE A KBRSk = 1775 JLE T AE
TR B Z I B AR AR PEIN o PR M, A] BRI S DA B4 S ] (B GHRHRERGH ) RAZ 3 [ A
(K3 5E R (W& B R - AL A2 B AN B AR et 2 A Bn) 18 PR B A A R (il oz
T W, AR AR R (Bt i L9 BN R ) AR ) P TR R T 51 AR T A
Bl TR BB B (B RBZK) B 5 S5 P JORE (R A4 28) AR I 5176 A SR i
B L I PR AE ZE T A (R I 43 A HE) B I 1k T 4 2 o o 8 20 R PR 09 B o - R 7
i VR ISR A AR B S B4 8 /N R AE S [R]) (SHOX) B2 e R 1k 5 A A /INE BN T i i ) L W
R AR Z A ST R, TR JLEA KBRSk A K A S YA
AR IR B AN AL B R IR IR A AN B T B A PR K 6 L AN I Bk ] — IR 10
PR TRAN e L B S — IR P e

(05371 WA ST HIEKD » AR S0 7 A SON R 838 N T B0 ¥ 7 77, B 170 MR 3
125 Y AL A B A A 2 8 P B VAT 77, ik S8 S8 00 o IR B L A Ao i) ,
VR R B AR R S D22 LE R AR A BRI PO AE IR BB B U
[0538]  7E-—Mesiiy Soh, AR ISR AL T A AT 2% T IA A SR K FR AL & A DS
o

[0539] T 1. Ml ORIME AN, & 5 A R 1 2804 P 2 SE R 7 51 (0 RS IR 75
£ /02160 % HIF AR R 5 .

[0540] T H2. anui B 1 Frd AU K I &9, Fh Brid Uk KR S I 2 L 1R 7 3
51k AR 284 AR 7 H A SR 7 51 2 0 2180 %6 A o

[0541] T H 3. an3i B 1 Frd (WK I &9, Foh Brid Uik KR S I 2 L 1R 7 3
51k AR 284 2 IR 7 H AL IR 7 51 2 A 2190 %6 A

[0542] T EH 4. anui B 1A KL &9, Foh Brid Uik KR S I 2 L 1R 7 3]
W H R 284 A SR 75 o

[0543]  WUE 5. il B TR KWK S 1, Jh Z U KL &0 5 e
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[0544] T H6. W3 B 1HTAR SUK K IR A4, H A iZ Sk KR L S 05 a8

[0545] 15 H 7. 4031 B 1R 0 BUE RIFAL A4 Ho R iz Uik KR AL A8 Fra, a- B
M.

[0546] I E 8. 40T B 1Tk IR I &4, R iz ik KL & B s Es 20 m
ANF IR K a7 55 1A A

[0547] W E 9. 4nui B 8B iR B LUK K IR &4, Hoh Frid I & e (1 2 b — > Ra,
a- " HURHI AR .

[0548] 15 E L0. 30 B STk B LR K IRk &4, L EPWUEMH WEMEA TR

SN o ' Ty TR AR e '»“C'N“ i N ‘,\w“"‘\g\\'\
o N Wb iBy ‘\ e
[0549] By SRy
1, &

[0550]  Hirv,
[0551]  AC.DFIESS [ A7 by R AREE AR KSR A IR |

R3
(05521 BAYRARBAAE AR A LR IR L \[r“a [~NH-Ls-C0-] , [~NH-Ls-

S02-18 [-NH-L3-] ;

[0553]  RuFIRJH N I Ay -H e JE M 2 oSk | 5 B It 0k L PR e 2t L IR It B Joe 2 | e L B
WpE s, eI AR B B e 25 - B 5

[0554]  Ra & et Bk Bk D5 B S ik | e R R R L L R BR R B b A BR O
FEBRIN T 3L B A VTR AR EUAR 5

[0555] L a-Li-Lo- B KR G244

[0556]  LiANLa At N7 1 g IV e I | IV 5 L WP o L NI 4 e 2 P IR Joe 5 7 R PR Be 2 P 3 55
H P Z PR 55 HE B [-Ra—K-Ra—Tn, ‘BT E AT IR MBS R HUAX 5

[0557]  BANRaN NP EE P4 3 L bR FiE L I 2 e L WP FR e L | I ZR IR e A | 55 S B T
I T H

[0558]  &-ANKH0.S.S0.S02.C0.CO2BECONRs 3

[0559] & ANRs a7 Hb Ay 2 L B . —ORs—N (Rs) 2. —SR6+~SOR6+—S02R6 —CO2Res % JE T 43 «
EIREAEE DA NE R RSP

[0560] 3% ANRe A7 Hb Ay -H e A e L R | T S e B L PR bR SR T A | R PR | R
a3 PR R A R BB YT

[0561]  ReoAp-H.hedd I dk LBt L 55 S e Jk S PR Be ik L 2 Je i IR Jse B e 3 L R e 3t 3R 55
BB I B AT G B R HRAY, , BRR 5 DERIE TR BRI PR S5 A K — 40
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[0562]  ReAy-H.bedd JJidd Bk 55 Fh ek PR Bk L e 3 IR e S e 3 L 3R e 3k IR 55
FEBRIA TS B BA ML AR R BRUAR, , B SERRIE T R IR S A — BB 75

[0563]  vAIwAh T}y 1- 10001 B4 ;

[0564]  u.x.y Iz Jl 70~ 10/ %4, B

[0565]  n A1-5HEE%Y

[0566]  THE 11. 4050 B 1A KR IME &9, H iz BRI & B S Z kK
LGN I 5 — R BRI B B R e 2 5 E BRI A A

[0567] T E 12. @15 B LFTR KKK &9, bz ik Kb &R A (1) 3¢
(I1a) :

Ly Ly

R N
_N— 4Bl 1CL~ i
R R X(ID)
[0568] [ ; ]
L2
(9]
Ao - N — (LBl AL NN
[D]\, -~ 3 X Iy r4 [E]w
R»; RQ
- Ju - X (Ila)

[0569]  Hrf.
[0570]  ALC.DFIESS [ MmN R AR EE R IR IR |
R
[071]  BARANTAR R AR HE R A SN NP [NH-Lo=CO- . [-NH-La-
O -
SO2—] 8 [-NH-L3—] ;
[0572]  RoAIRoJR ST A -H BEFE Bk Bt L 75 S d5e I IR e Ik PR e L e S L e Bk Bk 2
IEdE , e R BRI B 1 2 - BRI, B SEFRETE B PR 5 A8 1 — B 45
[0573]  ReAZ . JGedd Mk Bt 5 S e it | R be Ak PR it L ZBR B (R e i b A L BR S
B IRIA TS 5L, B A MTIE R ERAR
(05741 Ly Lo N7 2 S A6 J2S L W Jefi 22 SV B L NIV R e 32 P B Joe L IV R P e 2 L I BF 5
B IR FE B [-Ra—K-Ra=1n, A4 B L IE HEA R EUAR 5
[0575] % ANRaN P HEdE P I 3 L W e L WV A e 3 L IV R Be 2k | P 2R e ik | 55 B B
T
[0576] KK A0.S.S0.S02.C0.CO2ELCONR3 ;
[0577] & ANRs Mz i 2 B 3L . —OR6.—N (R6) 2+ —~SR6+—~SORs+—S02R6 ~CO2Rs 5 Y 43 «
TR T R A R B YT 7 5
[0578] 2% /NReJh N7 Hb A -H BE S M JE L BRIt L 55 B 5T B L PR e i e O L R IR e B L G
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o BT R R BUARTT

[0579]  Rey-H. et sk Bk S5 R b gt PR Bt  J et IR e S e o L Z 3R e 0 L BR 5
SETUIRIN TS L, EAT TR B R EAR 5

[0580] v Alwh 7. HE ly1-100001) B4 ;

[0581]  u.x.yflz Bl i A0-100 B4 H.

[0582]  n N1-5HIEE%Y.

[0583] T E 13. —Fpde & 238 A K BER GH) BRI 2 HoAFE 1R 32 3 i
FAnI B LR A KA .

[0584]  THE 14. — RGN E b E U & 5%, LA R 32608 i i B Lk
HEDY) WNEZN e/

[0585] T H 15. —Fhid 32 3R F b i B W 4L 40K 5 s, HoAw 1 52l e T i 351 B 1Tk
HEDY)WNEZN e/

[0586]  THEH 16.—Flia 7 523 th R NLAI 2 40 1) 7715 I LR Z 40 i L HE Ak s =
99 . (AT Hae i 07 o0 1 P 77 30 0t 2 0 U 12 P L 2 TP I 2 9 T8 U 288 IR A 5 7 28 %
00 B WURE 5 127 V26046 170 52 0 e FH a0 3 B LT IR (AU R IR L A4

[0587]  THE 17. —Fiay7 5238 F TP AR BUE F- A R 07772 i HE FUE 74 R A FEHI VAR i
EFRAR S ZI AR 2 i T E TR UK KIR LAY

[0588]  TjiEH 18. —FyayT il h I AE KR FEL v, A KB R EL B R AL
KB A LE A KBE S Z 1% 0785 17 525035 i i B AR UK K&
I

[0589] T EH 19. —Fyay7T 52 v 1 B RS M 45 S AR 7 ik, oA m) 52303 i
T B LETA BIUR KL A .

[0590] T H 20 . —Ffritfi i it FHGHRHAZ A 3 30 71 2k i 77 523038 b (R LR 224599  JIE iU
FAR VAR R ZALTE B/ MR A 0 T35 oA iz B sh R DA JE R 4 K — VR (1) 43
2 AN I B R — VR () 028 L AN R e A T UK B A AN e Tok A ] — Uk ) A 2R AN iR e S
— IR it FH

[0591] I H 21 . —Ffud ik jifi FIGHRHISAL A e vr 7 52 1 2 v (R JLIR 22480 L JIE VS FR A R
A KR AL E B/ A AR 732 A i GHRHSE A AAS R A5 K — VR (1) A3
AN B R — IR R 028 A R I o JA TP IR IR A2 AN e ik g ] — IR PR 3 38 BUA et ol J —
VNPT ES P

[0592] T [ 22. —Fhid it it FHGHRHAZ ARV B s 1R 4 =1 52 i 3 P I AR KR (GH) J 3R K
SR He A i3 1) DAAS I R R — IR R AR AN B R — IR I A 2 A e i JE R
IR AR AN I A JE — IR ) AR BOA 8 T e Tl — IR ) A 2 it FH o

[0593] I H 23. — Fhidid il FHHGHRHSS AL K 8 i 52 338 vh AR K (GH) JB BRI 7
12 Ho AR iZGHRHSS AU LA AN e Ik A5 R — IR B AR S AN e Ik B R — IR B A28 A e 1o 3 R Ik
(A2 AN e 3ok e Al — IR P A R B AN R B ] — vk A i A

[0594] T E 24. WiIl B 10 ik (UK K I A1), o LRI LBk 7 b A S0 458 25 | S 475 B
TS

[0595] T H 25. Wi H 24 Fridk (UK R IRAL A4, Fo i LR Lol 37 b Ca—Cao M J5E 5 B

o
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Ik

[0596] T B 26. a5 B 24 B ik (48 IR KA A4 , o b LoFN Lot 37 1 A Ca—Co NI 4t JE B TE
Ik

[0597] T EH 27. 15 H 10T FUE R I A4 , o rpRuUFIR2 W H,

[0598] T H 28. Wik H 10T P FUE R I A4 , Forp ROFIR SR N Hb Ay be 2t

(05991 T EH 29. Wik H 10 R P FUE KL A4 , HorhROFIR A HR 2

[0600]  EARAS L W AR T AR B AL S 77 58 5 AHE X T AR AR BoAR N 7
T 55 WIS, IX e st 77 28 H e ARSI 7 sCER 1R o FEA T A K B BH LT » ARS8 E,
AN RO 2 A8 BV 2 4840 L oA RS e o B PR A, A8 S AN A B, BT RACSR AR SC R 1)
AR BB LT R SRR AT R B A5 H TR ZUBURIEE R IR 8 A% A BH I ), 9 H X A
) ELSR A I 5 v RN 4 ) Je LS i s AE AR R B .

ST 5]

[0601]  SEaf] 1 « A& IR R L S 4

[0602]  QILA I Fridk BA S S Brak A il 284 A0 B UK R FRE 54 (SchafmeisterfE A,
J.Am.Chem.Soc.122:5891-5892 (2000) ;SchafmeisterfiVerdine,J.Am.Chem.Soc.122:
5891 (2005) ;WalenskyZE A ,Science305:1466-1470 (2004) ; fISEE L H]57,192,713) i#
Tt FHAE RS B B e 28 22 B B AR B2 A R SRAFAE B 2 L B R IR R ML &4 B AR
KA Fi+4LL R i A +747 AF A B AH 454 rink amide AMMIE (Novabiochem) FlFmoc 3
FEORY AL 20718 N T HUERAE H B IK & X (Applied Biosystems,433A%Y) @47k
B o 1T R Fmo e LR () 2 F: 2 (Novabiochem) FIAHIEG, 10 S R IE IR AL - 1: 2/
IREE A8 R FHBTU/HOBt (Novabiochem) /DIEA.AF RAR G FLR (424 8) H1:1: 2 /RELKY
HATU (Applied Biosystems) /HOBt/DIEAMEIER o A AR IFINAR S 4 £ B AL , 17 CAS g 48 B e A
[0603] et RV A (it (HPLC) (Varian ProStar) 7E R HHCLI8KE (Varian) |56 BAs Bt
AW 2EAL , TSRS AL AW B IE LC/MS Fiitik (SHAgilent 1100HPLC R 48422 1 7 4%
fIMicromass LCT) FIZJEER 4 (Applied Biosystems,420A%Y) #iA 46 P= ¥ H 4k 2 4H 1k o
[0604]  RAEIR T il £ 84K IR KL S 513

[0605] 4
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AR i A oW 4

1234 5 678 9 1011 12 1314 15 1617 18 19 20 21 22 232425 26 27 28.29
¥ & D F S YRK VLG QLS AR Q Nig' § 137,67
4 ¥ & D E SYRK VWL G QLS &R Q N & 112834
YA D F S Y R K VL G QL § A R Q Nig S
i ¥ A D F S ¥ R K ¥ L & QL 8§ AR jes e S
Yab F S Y R K VL Q. § AR o) Mg~ S
H4: ¥ a O F S Y R K ¥ L QLS. A R Q Ne S
YaD E S Y R K VL QL R o e S
Yab F S Y R K %L 6 @1 A R Q NCE
R Ya D F $ YR K VLG QLS AR &3 Nie 'S
Yao F S R VoL 6 QLS AR Q Nig 'S
Y a B F S Y R VL6 QL 8 A R & Nig - &
Y a0 F S ¥ R L& QLS AR Q Nie. §
Y a b F S ¥ R L6 oL A R L o Nig8
- Y a D F S Y R G QL R L Q Nie'.§
Y a b F S ¥ R L& QLA R L@
- ¥ a @ F S YR L6 oL s AR L @
I ¥ & O F S Y R L g aLs AR L Q Nie S
¥ a D F S Y R L6 @L S AR L a Nig -8
¥ &b F S ¥ R LG LS A R La Nig $
Y & D F S Y R L 6 L'§ AR L L © Nig S
¥ a D S Y R L 6 LS A REEL L Q Nie S
Yoa D - S Y R LG @k § AR L L Q Nlg: S 3367.94
Y& D F S ¥ R KTV L QL § AR L L & Nig-$ 345606
H- ¥ a D 3 S .Y R K WV L QLS A R L oL QO Mg S 3438.05
He ¥ @ D T Y- R K W L L &% AR L L & Nie: S
Y. @ O F T Y R K VL & LS AR L L Q e S
¥ a D FT YR K VL 6 LS AR L L Q Nie: S
Y ao FT Y R K VL &G LS AR L L@ Nie S R -NHZ is02
Y ab EOT ¥ R K ¥ L @& LS A RKL L Ne- 5 R -NHZ
Y ao FT ¥ RK.¥ L 6 LS AR K L L@ Nie' S R NHZ js02
Yoa: 0 T Y R L G LS KoL L@ Ne. 5 R -NH2
YaD. ET ¥ R L6 QL 8§ K L L@ Ne 8 R -NH2 iso2
Y a0 ET ¥ R L& QL 8 K. L L & Nie. §
“Ya D F Y AK Y LG L8 AR L L@ Nig-§ R
¥ab F YR A ¥ L G @& L & AR L L@ Ne -8 R
= H-Y - a D E Y R K VL G @ L § A A L L Q Nig--$. R
SP37 H- ¥ @ D £ Y RA YL 6 @@L 8 AR L L oa Nig S A
SP38 H- Y & D F Y OK VLG LS AR L Lo Nié-S R
[0606] §P39 H-Y a D i YRQG VLG GL S ARFH L Q NG S R N2 340956
SF40 H-Y a O F YRK VLG QLS A L L@ Nig § R =NH2 238106
SP41 H:- ¥ a b F Y R K ¥ L6 Q&L & AR LoLQ Nie S Q :NH2 338196
SP42 H-¥ & D F YR K WV L A QL $§ AR A L@ Nlg.-S: R =NHZ2 3381:97
8P-43 H- ¥ & D F: YR K V. L& @&'L 8§ A R L L @ Nig- S NHZ 3253.9
8P44. H- Y a4 F T ¥ R K ¥ L 6 @ L § R oL I N 8§ R OGNHZ
gP4s H- Y a F T Y R K ¥V L G @ L § R L L I-Nle § R NHZ
SP46 H- Y a FT Y R K ¥ L 6 & L 8 R LoL I Ne § R NH2
SP47 H: Y @ F T Y R K ¥ L G QL 8§ R L L IoNie 8 RO:NH2
5P48 H: Y. a F T Y B K.V LG @ L § R Lok [ Ne 8§ R -NHZ
SP49. H-- Y a2 Fr ¥ R L 6 @ L § R LoL D[ Ne § R NHZ
A H AR W 4R
RE (M13)B (M+3)3
012 34567 831 N 1314 15 16 1718 2223 24 2526 27 2828 30
SP-50. H- Y@ DA T FT NS Y Q L G4 L L Q Nie & B NH2 340192 1134.98 ‘
SP-51. H: Y a D AT FTN S Y R LG @ L L Q Nle S R OSNH2 3401920 113498 113573
SP-52 H- Yo DAL FTNCSY R L6 @ L L a Nieg' & B NH2 342993 1344:32  1145.07
P53 K- ¥Ya D AT FTNS Y R L G ol L Q Nlg 8 Q <NH2 340192 113498 113619
SP-54. H- Ya DA T FTN SY R L G0l L a Nie' § -NH2 327386, 1092.79. 1093:18
P55 H- Y a D Al FTASY Q LG AL L & Nlg § R =NH2 335891° 112064 112176
SP-56- H: ¥ 4 O AT FTA SY¥ R L6 al L Q Nieg & R -NH2 335891 112064 1121.76:
P57 H- ¥ oa D AT FETASY R L6 0L L Q Nie & R =NH2 338692 1129.98 11311
SP-58 H+ ¥ @ D AT FTA S Y R L GO L a Nle & O -NH2 335891 1120.64. 1121.76
P59 K- Y3 DAL ETA SY R LG 0L L@ Nig: § SNHZ 323086 1077.96 107912
SP60. H- Y@ D AT FTA S Y R L GOt L a Nle. § NH2  3230:82 1077.95 1079.02
P61 H- Y@ DD Al FTA S Y R LG 0L LG NiE & R =NH2 3386960 1129.99 1130.83:
SP62. H- Y@ O LET S ¥ RiSEgE LA gL L @ Nig: & R -NH2 335893 112065 112148
SP63 H- Y@ D FT S Y R VoL G L Lo Ng S R <O 341098 1138 113808
SP-64 H- Y .a D FT Y R K N L G E L L E Nl & R -OH 341295 113866 1138.7%
$P65 H- ¥ @ D FT&5SY R K VL G E L L Nig. § R -OH 341197 113833 113845
5p66 H- Y a D FTEEs Y R K VLG QL L Nie S R -OH 3411.97° 1138.33 138.36
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0o 12 3 8 7 910 1 42 13 44 1518 17 48 19 2021 22 23 M4 26 27 28 29
SP67 H- Y a D F Y R K Vv L A G L S AR L L Q 1 Nie § R NAZ
sP68 M- Y a D F €Y R A v L A QL & AR L L @ I Ne 5 R -NHZ
SP6¢  H- Y a D F §¥ R K ¥V L A @ L 8 A 4 L L a 1 Nie 5 R NHZ
SP7¢ H- Y. a D F 8 ¥ R vV B A QG L g L L a I Ne 5 A NHZ
SP71 H- Ya D A TFT D &€X R V L & E L S K L L E D 1 Ne & R NHZ
§P7Z° H: Y a D A LFT D &Y R VL &6 8 L 8 K L L @ D 1 Ne 8 R NHZ
SP73 H- Ya D A TFT N &Y R VoL G E L § K L L@ D 4 Ne 8 R NHZ
8P74. H: Y a D A TFT N 8Y R V. L 6o L 8 K L L E D 1 Ne 5 R NHZ
8P75. He Ya D A LFT b 8Y¥Y R v L & E L & K L L@ O 1 Ne § R NH2
§P76 H- Y a D A LFT N &Y R ¥ L G E L 8 K L L E D 1 Ne S R NHZ
SP77 H- Y a D P ET $ ¥ R VoL & & LB L L E 1 Nie S R NHZ2
§P78 H- Ya D SR TS § Y R YL @ E L s7A L L E I Ne § R MHZ
[0607] §P7¢ H- ¥ a D F g ¥ R v L G E L 8 A L L © 1 Ne 5 R NH2
SPB0. H- Y a D F S ¥ R v LG L8 L. E 1 Nig § R NHZ
§Pgt H- Y a D F & Y Q v L G a L 8 L Q 1 Ne S R NHZ
SP82Z H- Y & D F & ¥ R v L 6 & L 8 L Q [ MNe S R -NH2
3P83 H. Y a D | F & ¥ R AN RN « BERIR -3 L@ [ Ne 8 R NHZ
2 a i1 F Y RK ¥ L & a L 8AR L @ [ Ne § B NH2
CA F S Y ”R K VL 6&6Q L & &R L Q I Nie 5 R -NH2
A F &Y R K ¥ L 6@ L & 48 R L @ 1 Ne & R -NH2
A F SY R K VL 6 QL 8 AR L Q I Nie S R -NH2
A F &Y R K VL &l &.aAR L @ I’ Ne § R NH2
3 F SY R K ¥ L &0 L 8 A R L @ 1 N S R ~NH2
a F Y R K VL &9 L s AR L. B 1 N § R NHZ
A F ¥R K ¥ L 6@ L & A R L @ I Ne § R -NH2
- A F ¥ R K ¥ L 60 L % A R L. Q 1 Ne § R -NH2

[0608]  ££ B SCAMAL o i o A T UL R 4RS B ST RN s B R A T A —
ARV ATk i 221 AR AR IE B a-Me  SH-IX M- TN 2RI R AR . “ %7 B2t A F
AU Ak i 22 1 +4A5S AR GE TR A e S BRAK) i #21a-Me  SH—l )@ - TN A R M 2 2
FEPR o HH “$r8” RN B A AL R e I A — D AR ) k1 B 1+ T AR a-Me R8-3F
I - TN R M R 2 A R o FH %6 r8” 37 1 2l R IR A A I AN 2 DU I Ak 1 2 1 +7 A AR (58
AR R R AT IAR) e a-Me R8-FMGFE-NAR AR EAREIR A5 T “is0l” B “1s02” &
AZ IR RIS 5 — ) AR b T AR “a” I & FE IR R mD- TN & R »

[0609]  FH T+ Rt = W A I A4 ) 2l B B AR 4R 40 o B B0 7 o BR AR S A 18 B 52
RIS BRI STARA S S 0T B W AR , Pt )5 H s fRabik 5 A 0m S B L
() RS FR B B AT B K o 0T RIS 2R IR, P S5 HO L H A iy i 5 =8 93 TR T
L B A (R 0 BRI T R A ) = L [T A R PR A Bk S o

[0610]  $5ab a-Mebiiil,5 =M (55%)

[0611]  $5n3 a-Me& % 1,5=M (3HK%)

[0612]  $4rn6 a-Me R-Z%(1,4=M 65K

[0613]  $4a5 a-Meliftl,4 =1 (5HK)

[0614]  JLFRUIK R IR A ) A~ I PRSI E RS Rt o

[0615] %5
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[0616]
SP# £
&g % S e
N‘Ser-Tyr-Arg-LysNal—Leu-GIy-G[n-Leu-ServAla-Arg 4‘“" BurGin o5, SerfgiH,
o i ° "o
. ’PG%; %:A: CraiHasaMNaz O
VEAAST T 341000
1208
SP-45 ,
i« %
H’Tyl\Nz\TASP\N g le-Phe-This N\Ser-Tyr—Arg-Lys-\Ial-Leu-GIy-Gln-Leu-Ser-Na-Arg N I&‘NL‘/SQI%'-Q;NHZ
H & H o H bl Ho5

B CigiHaNesOns

TR B w3
# é«%ﬁ% 3416:91

N N
SP-46 } s
N N

AN A A K ll6-PHe-Thr <N Lot aus Bl S

H N[\F/ i i TN *Ger-Tyr-Arg-LysVal-Leu:Gly=Bln-Leu-Ser-Ala-Arg UL BUSS M g

Ho 8 H o H ) Ol H

o J,qu‘f‘if)é CigttlseNialss
VAR T 349200

I]&\N.'_E\/:SIEF'AYQ-;NHQ
Ao
53\%—,% 349410
SP-47 7 7 -
- N N {
N 3 N
4 sy 4 R
Tyt &) “ “f B % " ) & o NG s e
H7 y"‘\-.N"\.{AS'“\'kN* T N‘Ser—Ty(-Afg—Lys-Val;-Lau—GIy—GIn—LeuGer»Ala—Arg@LEU_GIH\N Moy A -SerArg-fib
H H . R ) & H & H é

o]
s ’f %%- CirHugaNi g
FERA i o9i0
5 'jaﬁ'i 3494:10

[0617]  SEJtE {512 : 24k B ARG A

[0618] ik K4 Atk LA LOLMIAS B2 VA B AE 2001l 100mM NH1OAc (pH 7.5) tf1 , Sk ké: I 2% 1 Jik
FAAZ BRPUIE R I AL A P05 &5 1 8 (MP Biomedicals,Solon OH) £k 7K fif i & e VE o i
BIN3. 5ul JRER 1§ (RES00RLI B 12. 5ug B (B a3l L, I HAE=E 22+2°C) FiRE
(100 7] Fof 7 2 Jf /N PO S R 0 o Wl / AL S 10 102 (w/w) o £E0.530. 601 135minf¥) I & I
f) 2 J5 i N AR R0 2% = O RA 1L N o SR 5, 57 BRI IS LC-MSAE 1E K6 IR X R
A3 BTV T o 0 1ok 2R 58 AR IIMS I B 5 R 1 B ) ) S 2R ME L& Sk #EGraphPad PrismHp it 5
FEFIR ) SR 23 45 A AR B R HY .

[06191  SEZjifif5]3 : diL cAMP I 5 ) GHRHR #4 5)

[0620]  #JUGHRH (1-29) FIAZ B ABLIE K IR AL A W AE AR e B T 76 A GHRHAZ 445 (hGHRHR) &b
(P50 . 4k /R I (Lifetechnologies) iR B A2 2 R A hGHRHRF) A 29 341 fiig M 21 i £ 57
R S, BV T R AMLE R A (50000441 i /K56 5 5 3F T = & F AGHRH (1-29)
(Bachem) BUAZ AR K FAE A V) A 30min o K R T HTREF® (1336 (CisBio) M4 hilit
7 Ul B R X cAMPEEAT S8 & o Il L M B 5 A & 1 AE 2R P BLA (GraphPad Prism) 1 & 4&F R
FNFIIIEC50 % o f5¢ A WA S 3 FH 1OUMGHRH (1-29) IR if 58 o 45 ALK 3R .

[0621]  SEjiffs4 : KB H 9 1L 2 PK/PDRIF AL

[0622] %o i fh A A B AT AR IR R FR AL &) (SP-1.SP-6.SP-8.SP-21.SP-32) LA At & BE bk
BATOEFC , DL KB 1 254830 15 2 30 2 350 i i YESprague—Dawley K i
(3008, NEER, JRE) R A =AU BRIk A2 B N 2R T 4528 AR HED
o T8 < S AR IR SR 56, SR FH 3mg/ kg bk N / B2 T PRI I 750 = 7KCF GRIE AR AR A 3mL/
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CN 108929375 A w Bg B 67/67 T

kgl & , S E N Img/mL) o FHI AR A  VES KA 10wt %N, N- 2 38 2, B %
10wt % DMSO. 2wt % Solutol HS 15, i%yES K H & A 45mg/mL (4. 5wt %) H & B A1 25mM
(0.38wt%) HEIK (pH 7.5;320m0sm/kg) o K46 A = 4 5 V5 il /E DMAFIDMS O H , 24 Ji5 78
Solutol AL &8 — Ik FFE.

[0623] b~ ALK K FRAL S99 5256 , FHO . ImLIKDMARIO . 1mL[{DMSOK 5 f5 2 70 K IR
A A LI ~4. 3-4. 5mg I KIML A1) 44 o I HHE 75 Ab 38 DB IR 58 A2 VA -
DMA/DMSOH & 2& il KIML A8 0. 8mL Soluto 1 Hi g T R R B R B im e R R RIR &
VTR - 25 23 B — R AT AT /NI, 9 ELR ML S W0 7E FL ) 2 1/ -T--20 °C AR R AF o
[0624] %o T &-HF 55 40, 7245 58 IS 1) 4 (Bmin. 15min. 30min. Lh. 2h.4h.8h.24hF148h) %}2
FORER BT (350uL) , 3 H R AE 45 25 2 W AT 150uL I JBUML « R AR Ji5 B 2 30 - B Y, Jd ik
ZE4°C LL2000G B 02 2043 St 1 2 1) 4% BIK 2EDTA%E vh o MEE350uLIIL P 45 85 1 200l 3 — MR
W FHTPKEF 9T, A2 50uL 2] 5 — V8 FT-PDIF 72, 3 HOAZ V3 7R o A 150uL I H 5 £ 70w
LB RE T FTFPDIEA , 3F BALZ14 %

[0625] 45 RAEE4-11H 7R .
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CN 108929375 A }-?'-— 5‘] %Ec 1/263 1L

R
110> Z#REEIrA ] (ATLEROX THERAPEUTICS, INC.D
120> KRR LAY
<130> 35224-769. 601

<140> PCT/US12/60913
141> 2012-10-18

<1505 61/518, 690
<151y 2011-10~18

160> 180
41707 Patentln version 3.5

210> 1
<211y 29
49195 PRT
212> NTFEH
[0001] > NI
<220
223> NTJFHIRIT s &Rk

<2205

921> MUD_RES
299 (1).. (D
¢2935 Tyr. o Hig

L9220

221> MOD_RES

222> (D). (&)

€223> Ala, D-Ala BY Val

2205
£221> MOD_RES
222> (4)..,4)
223> Ala BUAZBELROSEENR

2205
¢221> MOD_RES
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F 5 &

2/263 T

[0002]

€2225

{2207
221>
222>
223>

€220>
{2215
222>
223>

€220>
221>
€222>
223>

<220
221>
€202
223>

<220%
221>
222>
223>

220>
221>
222>
223>

220>
221>
£222>
223>

<2200
2212
L2225
<223

<220>

(8) .. (8)

MOD_RES
9)..
Ser BV R AR

MOD RES
(11).. 4D
Args Ala B Gln

MOD_RES
(12).. (12)
Lys. Ala, Gln B BERO U SEMR

MOD RES
(g).. (13
Val.gf Ile

MOD RES
(15). . €15)
Glys Ala BRACIEH) G EE IR

%

HOD_RES
(16).. (16)
Gl Glu B AT EU R

MOD_RES
(18)..(18)
Sery Tyr BRACERHI R FEIR

MOD_RES
19).. (19
Ala BREZ BRI AR
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F 5 &

3/263 T

[0003]

o2l
<222>
<2235

<2207
221>
292>
293>

HOD RES
(20). . (20)

MOD. RES
(21).. 2D
Lysy Gln BB E LB

220>

221
222>
<223%

£2207
221>
2222
228>

220>
221>

900

<2237

MOD RES
29).. (22
Leu. Ala 87 BRI EmR

MOD_RES
(24).. 1)
Gln, Glusk His

21> MOD RES

(25).. (25)

> Asps. Glu BECIRIO 2 B

MOD RES
(7). (o7
Mety Iles Leuw 3 Nle

220>

<2213
<222
€223

<220>
221>
292>
€223

220>
<2235

<400

Xaa Xaa Asp Xaa Ile Phe Thr Xaa Xaa Tyr Xaa Xaa Xaa Leu Xaa Xaa

MOD_RES
(28).. (28)
Ser BB R BB

MOD _RES
(29).. (29)
Arg. Ala. Gln BUAZBRH S LR

5 TR B IE S Ty S i) VAR IR 2 AR 2 B U e S

1
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[0004]

1

6 |

10 15

Leu Xaa Xaa Xaa Xaa Xza Leu Xaz Xaa Ile Xaa Xaa Xaa

20 25

2105 2
211> 29

<2125 PRT
@13 NTFEF

220>
223> NTFFIRRS: & mlik

220>
223> N-mgH

220>
¢221> MOD_RES
222> (2).,(2)
£223> L-Ala 8 D-Ala

4290

42215 MOD_RES

222> (4)..(4)

223> AT AT B R AR

<2207

221> misc _feature
222> (4)..(8)

<223> FRELZ AR

€220>

<221> MOD _RES

<222> (8)..(8)

223> M TR R A 5

<2200
<221> MOD_RES
<2225 (15)..(15)
9235 1~Ala 8 Gly
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[0005]

200>

<221> MOD_RES

222> (21).. (2D

223> W AHFRBMERE IR

<2207

221> misc feature
222> (21)..1(25)
223> BRI Al B

{220
<221> MOD_RES

€222» (25)..(25)

€223> WHIT BT R R &R

<2205

<221> MOD_RES

<222y (27).. (2D
223> L-Nle B L-Leu

220>
293> C-¥E NH2

<A00> 2

Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Vel Léu Xaa Gln
10

1 a

Leu Ser Ala Arg Xaa Leu Leu Gln Xaa Tle Leu Ser Arg

20 25

<210> 3

<211 29

<212> PRT
213> AT

820>

223> NTFRFIH3 &k

<9205
<2235 N-¥H
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F 5 &

6/263 T

[0006]

€220
<2913
922>
2835

220>
<g21>
222>
223>

£2205
{291>
$222
€293

<220
221»
{222
£223>

220%
221>
222>
<223

220>
221>
222>
223>

<220>
<2213
222>
223>

220>
221>
222>
<223

220>
£221>
222>
{223>

MOD_RES
(2)..42)
L-Ala B D-Ala

MOD_RES
.. ()
TP B R A R

misc feature
(4)..(8)
Ve Tl s

MOD_RES
(8)..(8)
] FH A AT T U

MOD._RES
(15). . (15)
L-Ala 5% Gly

MOD_RES
(25).. (25)
R TR e & AR

misc feature
(25). . (29)
Bl L 2 0] P AC TR

MOD_RES
@n.. 27
L-NleBY L-Leu

MOD RES
29). . (29)
a] A BT R R R
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42205
4223 C-3 NH2

400> 3
Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa
20 25

2105 4

<211y 29

<2125 PRT
213> NTIFH

<220
223> NLFAIREH: &Rk

[0007]  <220>
993> N-¥EH

o205
4221> MOD RES
£222> (2)..4(2)

$298> I=Ala 8Y D-Ala

220>
<221> MOD_RES
222> (8)..(8)
223> W HITRBIM T SR HER

220>

221> misc feature
222> (8)..(12)

€223 BRE AR AR

<2207
<9215 MOD_RES

<222y (12)..(12)

<2235 BT BT R AR
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[0008]

£220>
€221>
222>
223>

220>
42215
222>
223> |

<220
221>
<222
<223

220>
221>
222>
223> W

<2202
221>
222>
223>

220>
223>

400>

Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln

1

Leu Ser Ala Arg Xaa Leu Leu Gln Xaa Ile Leu Ser Arg

210>
211>
212>
213>

220>

MOD_RES

(15).. (15
L-Ala 8} Gly

MOD_RES
2. 2D
PR B R R

mise feature

(21).. (28)
B Al A

MOD_RES
(25).. £25)
TR

MOD_RES
(27).. @1
[-Nle 8% L-Leu
C~¥m NH2

4

§ 10

20 25
5
29
PRT
AT
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[0009]

<823>

220>
(223>

{220>
221>
222>
228>

920
£221>
£22%>

€223>

220>
221>
929>
223>

<220>
A
<222>
£223>

£220%
221>
2225

£223>

<2202
2217
222>
<223

220>
(221>
222>
223>

L220
£291>
290>

ATRIIMHH: & mlk

MOD_RES
(2)..@
~Ala B D-Ala

MOD_RES
(8).. (8
AT R R R E AR

mise feature
(®)..02)
& vallilifdis

MOD_RES
(12).. (12
] F P AR B AR

MOD RES
(15). . (15)
L~Ala 8% Gly

MOD_RES
{¢5).. (25)
Gl R G a0

misc feature
(25)..(29)
552l 1l Eevad 58

MOD_RES
@n..@n
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F 3

10/263 BT

[0010]

€2923> 1-Nle 8 L-Leu

220>
221>

2227

MOD_RES
(29).. (29)

€223> ATHTRABASE LB

220>
<223

O~ N2

<4003 5

Tyr Ala Agp Ala e Phe: the ¥sa Ser Tyr Arg ¥aa Val beu XaaGln
5 10

1

Leu Ser Ala Arg Lys Leir Len Gln Xaa Ile Len Ser Xaa

20 25
210> 6
211> 29
¢2192> PRT
13y AT
<2205
223> NTIRHIR: &k

<220

<9933 N=i

220>
{2215
222>
<223>

220>
221>
$222>
223>

42905
ooy
€222>

MOD RES
(2).. (@)
L~Ala % D-Ala

MOD._RES
(8)..(8)
L-Asn 8% L-Gln

MOD_RES
(11)..(11)
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F 5 &

11/263 BT

[0011]

£223>

290>
{2215
Q22>
223>

<2205
221>
292>
£223>

220>
<2215
<220
$223>

£220>
221>
222>
223>

<2207
<2215

L2202

£223>

220>
Q21>
<2225
<223

<220>

L2232

<400>

Tyr Ala Asp Ala. Tle Phe Thr Xaa Ser Tyr Xaa Lys Val Leu Xaa Gln

1

AL SRR R A

mise feature
{11).. (15)
Gl

MOD_RES
(15). . (15)
PR R ' AR

MOD_RES
©1),. 1)
AT FL T A A 2

misc feature
(21).. {25)
R ] A H

MOD_RES
(25).. (25)
AP B R R

MOD_RES
7). 27
[-Nle 8% L-Leu
G~ NH2

6

D 10

Leu Ser Ala Arg Xaa Leu Leu. Gln Xad. Ile Leu Ser Arg

20 25

82



CN 108929375 A
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12/263 1T

[0012]

210
211>
212>
€213>

220>
€993>

£2205
£993>

220>
221>
222>
223>

£220%
281>
€222
223>

220>
221>

222>
223>

$220>
£221>
(222>
223>

£220>
<221
2227
223>

220>
221>
209>
223>

{2205
{821

7
29

PRT

ANIFH
ANLFFIRHE: &klk

N-#fi5 H

MOD_RES
@).. (@)
L-Ala B D-Ala

MOD_RES
(8)..4€8)
L-Asn 8% L=G1ln

MOD_RES
11, . 1)

T T A B R
misc feature

(11).. (15)
bk 1Al B2 B

MOD RES

(15). . (18)

[ s PR S
MOD_RES

(25).. (25)

ol T A AT R R
misc feature
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[0013]

9993 (95),. (29)
<223> BeFE 2 [RlHAC e

220>

221> MOD_RES

292 (27).. (27
£223> L-Nle 8¢ L-Leu

220>

£221> MOD_RES

€922 (29)..(29)

223> A HTRZBRTR 2R

€223> C-vig NH2

400> 7

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyt Xaa Lys Val Leii Xaa Gln

1 5 10

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa

20 25

<210> 8

211> 29

<2123 PRT
213> ATHEH

L2203
223> NTIFFIRIUEAE: & ik

2200
<223> N-u H

(220>

<221> MOD_RES

222> (2)..(2)
<223» L-Ala 8l D-Ala

220>
<221> MOD_RES
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[0014]

$9925
<223>

{2207
221>
222>
223>

L2205
221>
£222>
$223>

<2205
221>
<222>
<223

220>
221>
€222>
223>

<220%
221>
222>
223>

<g20>
9213
(2995
223>

220>
221>
£222>
223>

<I20%
2213
{222
223>

<820>

(8)..(8)
L=Asn 8% L-Gln

MOD_RES
(rgy.. (12)
AT BT EE SR

misc feature
(12).. (16)
AL 0

MOD_RES
(15).. (15)

MOD_RES
(16). . (16)
RS Sy

MOD RES
AT AR S A

misc feature
210).. (25>
R 8] AT TR

MOD. RES
(26).. (25)
B PR S R

MOD_RES
(L7).. 2D
[~Nle 8% [-Leu:
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.l

3

15/263 HU

[0015]

223>

<4002

Tyr Ala Asp Ala Tle Phe The Xea Ser Tyr Arg Xaz Val Leu Xaa Xaa
10

1

Leu Ser Ala Arg Xaa Leu Letr GIn Xaa Ile Leu Ser Arg

K210
211>

<2125
213>

220>

{298

220>
223>

£920>
221>

K222

2235

E2205
221>
229>
£223>

220>

221>
222>
223>

220>
221>
222>
223>

220>

C—¥ NH2

8

5

20
9.
29
PRT
ANTFF

NIFEFIREY: & Bk

Nt H

MOD_RES
(2)..(2)
L-Ala 8% D-Ala

MOD_RES
(8)..(8)

MOD. RES
(12)..€12)
A TR B A

mise feature
(12).. (16)
Tk Bk (0] 28 B

25
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[0016]

221> MOD RES
<222> (15).. (15)
298> L=Ala Bl Gly

220>

¢221> MOD_RES

<2225 (18}, . (16)

223> WHT 2B R AR

L2207

<221> MOD RES

(222> (25)..(25)

<223> Al fl XA EEER

L2200

221> misc_feature
222> (25),.(29)
€223> BB AR

(220>
€991> MOD RES
€292% (27).. (1)

€293> 1-Nle 8k [-Leu

220>

2215 MOD RES

222> (29).. 029

223> W TACBRME R A AR

<2205
223> G- NII2

<400> 9

Tyr Ala Asp Ala Ile Phe Thr Xaa. Setr Tyr Arg Xaa Val Leu Xaa Xaa

1 5 10

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa

20 25

£210> 10
211> 29
<212> PRT
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F 5 &

17/263 BT

[0017]

213>

820>
223>

<2200
<2237

220>
221>
£222>
223>

220>
221y
202>
K223

<2207
221>
922>
223>

220>
<213
{2225
223>

220>
221>
€222
$203%

220>
221>
222>
223>

<2202
221>
222>
223>

AL

ANTFFIR B & Bk

N-¥ H

MOD_RES
(2)..42)
[-Ala 8¢ D-Ala

MOD_RES
{4)..(4)
A F T A B 2 g

misc feature
(4).. (11
el il g o

MOD_RES
(8)..(8)
L-Asn 5%, L-G1n

MOD_RES
(11),. (1
o Fl PRSI R

MOD RES
(15).. (18)
[-Ala BY Gly

MOD RES
D). . @D
L=Nle 8% [-Leu
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.l

3

18/263 1l

[0018]

<2207
{223

<400>

Tyr Ala Asp Xaa Tle Phe Thr Xaa Ser Tyr Xaa Lys Val Lew Xaa Gln
16

1

Leu Ser Ala Arg Lys Leu Leu Gln Asp Ile Leu Ser Arg

210>
211>
L212%
<2132

<2207
223>

220>
{223

220>
<2215
K222
223>

£220%
£2215
$222>
223>

<2200
221>
222>
223>

<220
<221y
<2225
<223>

€3 NH2
10

o

20

11

29

PRT
AT

NITRARBEN: o ik

N-3ity 11

MOD_RES
(2)..2)
[~Ala 8% D-Ala

MOD_RES
(5)..(5)
YR EaETibEES ety

misc feature
(5).. (12)
o2 il ke e

MOD._RES
(8)..(®)
L-Asn BY L-Gln

25
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[0019]

42905
<221> MOD RES
992> (12)..{12)

Q23> WHTFRBNIEaER
<2905

<221> MOD_RES
<9995 (15).. (15)
<223y L=Aladl Gly

<2203

<221> MOD RES

222> (27)..(27)
<223 T~Nle 8f L-Leu

<D0
<223» C~¥ NH2

400> 11

Tyr Ala Asp Ala Xaa Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln

1 5 10

Leu Ser Ala Arg Lys Leu Leu Gln Asp Tle Letu Ser Arg

20 28

210> 12

211> 29

4212> PRT
213> A7

L2205
223> NLFFHIHM: &k

€220>
223> N-¥g H

<2200

<221> MOD RES

<2223 (2)..(2)
<2235 L-Ala 8 D-Ala
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20/263 1l

[0020]

€220

<221> MOD RES
222> (6)..(6)
223> AT BRAIME R R AR

2207

221> misc feature
2225 (6)..(13)
223> BREZ IS

22905

221> MOD RES

<2285 (B)..(8)
£223% T-Asn 8% L-Gln

<220>

<221> MOD_RES

222> (13)..(3)

223> Al TAR BT R AR

220>
€221> MOD_RES
€229> (15).. (15)
<223> L-Ala % Gly

220>

£221> MOD_RES

222> 27).. 27
€223 1-Nle 3k L-Leu

42905
€293> (- NH2

400> 12

Tyr Ala Asp Ala Ile Xaa Thr Xaa Ser Tyr Arg Lys Xaa Leu Xaa Gln
I 5 10 15

e Ser Ala Arg Lys Leu Leti GIn Asp Tle Leu Ser Arg
20 25

210> 13
211> 29

91



CN 108929375 A F 5 *k

21/263 Bl

[0021]

$2125 PRL
213> N8

220>
229> ATFFIMTN: &Rk

<2203
€223> N-# H

£2205

<221> MOD_RES

222> (2)..42)
€223y L-Ala 8% D-Ala

<2905
<221> MOD_RES
£222> (D). D
223> W R R R AR

220>

(221> nisc feature
222> (D)..(14)
223> FREEZ IAHAETH

920>
<2213 MOD_RES

222> (8)..(8)
£293> L~Asn B¢ L-Gln

<220%

<921y MOD_RES

£292% (14),. (14)

223> WH TR EE A AR

(220>
£221> MOD_RES
¢222> (15).. (15)
€223 L-Ala Bk Gly

200>

<221> MOD_RES

<222y (27).. (2T
223> [=Nle 3% [~Leu
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42205
4223 C-¥m NH2

<400> 13
Tyr Ala Asp Ala Ile Phe Xaa Xaa Ser Tyr Arg Lys Val Xaa Xaa Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln. Asp Ile Leu Ser Arg
20 25

<2105 14
<211y 29
<2125 PRT
213> NTIFH

<220
223> NLFAIREH: &Rk

[0022]  <220>
993> N-¥EH

o205
4221> MOD RES
£222> (2)..4(2)

$298> I=Ala 8Y D-Ala

220>
<221> MOD_RES
222> (8)..(8)
223> W HITRBIM T SR HER

220>

221> misc feature
<222> (8)..(15)

€223 BRE AR AR

<2207
<9215 MOD_RES

<222y (15).. (15)

<2235 BT BT R AR
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220>

<221> MOD_RES

292> 7). @D
£223> L-Nle 8% L-Leu

<220
€993 (-v NH2

<400> 14
Tyr Ala Asp Ala Ile Phe Thr Xas Ser Tyr Arg Lys Val Let Xam Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Asp Tle Leu Ser Arg
20 25

<2105 15
2115 29
<212> PRT
213> ANLF5
[0023]
<2207
223> NTIFPFIRPEE: &Rk

<2205
€223 N-#H

<2207

<221> MOD_RES

222> (2).. (2)
€223> 1-Ala sk D-Ala

<2205

<221> MOD RES

222> (8)..(8)
293> T=Asn 8% [-Gln

<2205

<221> MOD RES

222> (9. (9)

223> Wl AR ER A AR
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[0024]

£220>
<2217 misc featiire
227> (9).. (16)
223> I 6] AL HR

<221> MOD_RES
222> (15)..(18)
<223> 1-Ala 8k 61y

€291 MOD RES
<9995 (16),. (16)
<223 A A TABKTE R 2R

<2205

<221> MOD_RES

€222> (27)..(271)
€223> L-Nle # L-Len

£220>
4999y (-3 NH2

<A400> 15

Tyt Ala Asp Ala Ile Phe Thr Xaa Xaa Tyr Arg Lys Val Leu Xaa Xaa
10

1 5

Leu Ser Ala Arg Lys Leu Leu Gln Asp Tle Leu Ser Arg

20 25

<210> 16

211> 29

¢212> PRT
213> NTIF%)

<2205
<223> NTIFYIEBEH: ik

<2205

<223> N-¥ H
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[0025]

220>
$221>
222>

<223>

<2207

<2212

€282>
293>

220>

221>

222>
L2237

€220
221>
K222
223>

L2200
221

2225

223>

£220>
221>

222>

223>

220>
221>
4202
223>

L2207
223>

<400>

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Xaa Arg Lys Val Leu Xaa Gln

1

MOD_RES
(2).. (2
T=Ala 8% D-Ala

oD RES
(8)..(8)
L~Asn 8 L-Gln

MOD RES
(10).. (10
A T AR A

misc featire
(10).. (0D
o= =abilihit o

MOD RES
(15).. (15)
L-Ala 8k Gly

MOD_RES
17.. a7n
AT BT B R

MOD_RES

@n.. 20
[=Nle 8¢ L-Leu
€= NH2

16

5 10

96



CN 108929375 A

F 5 &

26/263 Tl

[0026]

Xaa Ser Ala Arg Lys Leu Leu Glu Asp [le Lei Ser Arg

210>

<211
018>
D1

220>
223>

<2207

223> N=

220>
L0815
£222>
<223

{2202
221>
202>
<228

<2200
<221%
222>
(223>

L2200
221>
€2925
<2235

2207
221>
222>
223>

<2207
221>
£222>

20 25

17
29

FRT
ATHF3I

ATRFIEH: &Mk

MOD_RES
(2)..02)
L-Ala 8% D-Ala

MOD_RES
(8)..(8)
L-AstBY [-Gln

MOD RES
(11).. (1
o P A B A

mise feature
(11).. (18)
o2 wal Il GalS

MOD RES
(15). . (15)
L-Ala 8% Gly

MOD_RES
(18)..(18)
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[0027]

42205

<221> MOD RES

222 (27).. (27)
¢223> L-Nle B L-Leu

<2202

<400> 17

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Xaa Lys Val Leu ¥aa Gln

I 5 10

Leu Xaa Ala Arg Lys Leu Leu Gln Asp Tle Leu Ser Arg

20 25

210> 18
211> 29
<212> PRT
213> ANTIFH

<2205
223> NLFFIRBL: &k

220>
<223 N-ui H

<220%

<221> MOD. RES

€222 (2)..(2)
€993 L-Ala 8 D-Ala

2200

<221 MOD RES

€2225 (B), . (8)
<223% L-Asn 8k L-Gln

220>

29915 MOD_RES
222> (12)..412)
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[0028]

223 ATRTEHNEREAR

220>

2217 mise feature
<222» (12)..(19)
<223> Bk 18] 28K

<p20>
<221> MOD RES
€222» (18).. (15)
223> L-Ala 8 Gly

220>
¢221> MOD_RES

222> (19).. (19

223y WHTZBATE S L8

{2205

221> MOD_RES

222> 2D..@D
223> L-Nle 8% L-Leu

€220
€223> C-3 NH2

<400> 18

Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Xaa Val Leuw Xaa Gln

1 5 10

Leu Ser Xaa Arg Lys Leu Leu GIn Asp Ile Leu Ser Arg

20 25

€2105 19
<211y 29

<212> PRT
213> ANLF5

€220

223> NITFPIRIs . S aiik

220>
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[0029]

223>

<2205
221>
<222
228>

220>
281>
<282y
<2235

220>
221>
222>
223>

220>
221>
£992>
€293

090>
€221

Q223

¢220>
221>
222>
223>

220>
021>
<222>
223>

<2202
223>

<400>

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Lys Xaa Leu Xaa Gln

1

N3

MOD_RES
(2r.. (2
L-Ala 8% D-Ala

MOD_RES
®8)..(®

WOD_RES
(13).. 13
O F 22 BT 3

mise feature
(13).. (20)
e 2 I A2 Bk

MOD._RES
(15).. (15)

MOD._RES
(20).. (20)
AP B A

MOD RES
(20)..¢n
L~Nle 85 L-lLeu
C—¥it5 NH2

19

9 10
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[0030]

Leti Ser Ala Xaa Lys Let Leu Gln Asp Ile Let Ser Arg

20

212> PRT
213> ANLFH

220>

223> NTIpFIRuci: Sk

990>
<9235 N-if H

<9205
<221% MOD_RES
€222> (2)..(2)

€223> L-Ala B{ D-Ala

220>
<221> MOD_RES
42225 (8).. (8)

£223> L=Asn B0 L~Gln

4220>
€221> MOD_RES

£299> (14).. (14)
223> AT AT R A R

220>

<221> misc feature
$2929y (14y.. (21)
<223 BRHELZ 8] FACER

<220
<221> MOD_RES

222> (15).. (15)
<9923> L-Ala 8% Gly

2207
<221> MOD_RES

25
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[0031]

223> TOT A AR

220>

€221> MOD_RES

€222y (27)..(27)
€923 [-Nle Bk I-Leu

<2200
€223> C-vi NH2

<Aa0> 20

Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Lys Val Xaa Xaa Gln

1 5 10

Lieu Ser Ala Arg Xaa Leu Leu Gln Asp Ile Leu Ser Arg

20 2b

<210y 21
211> 29
212> PRT
213y KTH%Y

L2203
223> NLFARTH: &k

220>
<223> N-BEH

€220

<2215 MOD RES

222> (2)..(2)
223> L-Ala i D-Ala

<2202

<221> MOD_RES

222> (8)..(8)
<293> I-Asn B L-Gln

{2207
$221> MOD_RES
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€222> (15)..(15)
<223> WHTF AR RS

220>

€291 mise feature
<2225 (15).. (22)
223> BhH alifacHk

<2205
<2215 MOD RES
222 (22).. (22)

AN
G
o
N

N
S
N

21> MOD_RES
©2n.. 2D
3> L=Nle 5% [~Leu

(SO A SO G
> I
R
72

N
O
e
N

220>
223> C-¥ii NH2

406> 21
Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 9 10 15

[0032]

Lew Ser Ala Arg Lys Xaa Lew Gln Asp [le Leu Ser Arg
20 25

210y 22
211> 29
4212 PRT
213> N3

(220>
223> NTIAMIUE: & 5k

22205
221> MOD_RES
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[0033]

42995
<2235

220>
221>
222>
223>

<220
221>
222>
<223>

<220>
221>
222>
223>

£220%
221>
292>
€g93>

220>
221>
<222
€223>

220>
221>
222>
<223

<2207
<223%

<400>

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arvg Lys Val Leu Xaa Xaa

I

Leu Ser Ala Arg Lys Leu Xaa Gln Asp lle Leu Ser Arg

(2).. (2

MOD _RES
(8)..(8)
[~Asn 8% [-Gln

MOD_RES
(15).. (15)
L-Ala 8k Gly

MOD_RES
(16).. (16)
w] T A B R R

misc feature
(16).. (23)
R e 2] 1 A2 TR

MOD RES
(23)..(23)
AT T

MOD_RES
2n.. @D
[-Nle 8% L-Leu

C~¥ji NH2

22

S 10

20 20
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[0034]

{210>
211>
212>
218>

220>
£223>

<2205
<223

<2205
221>
222>
{223>

220>
221>
222>
(293>

<2207
<221
£222>
<223%

220>
221>
K222
<223

€220
<221
<2295
223>

<2205

23
29
PRT

AL

NLFHI e Aaklik

N-3i; H

MOD_RES
L-Ala 8 D-Ala

MOD_RES
(8)..1(8)

» L=Asn BY L-Gln

MOD RES
(15).. (15)
I~Ala 8% Gly

MOD. RES
(.. un
A T AR B A

misc feature
(17).. (29)
Tk 2 A A Bk

HOD_RES
@49).. 20
o S R R R
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[0035]

2215
$822>
923>

220>
223>

<400>

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Areg Lys Val Leu Xaa Gln
5 1O

1

Xaa Ser Ala Arg Lys Leu Leu Xaa Asp Ile Leu Ser Arg

210>
211>
SAbR
213>

220>
223>

<2207
€223>

<220>
2215
222>
<223

<220>
<221>
£222>
223>

220>
2212
222>
K223%

<220>

MOD_RES
©27).. @D
[-Nle BY [~Leu

C=3ifs NH2

23

D0 25
24
29
PRT
NLFH

ANTLFEIR U A& ik

N-#iiy H

MOD_RES
(2)..(2)
L_A ]_ a :E«’E D_Al a

MOD. RES
(8)..(8)
L~Asn 8% L-G1n

MOD_RES
as).. (m
L-Ala 8% Gly
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221> MOD_RES
<2223 (18),. (18)
223> WAL E B A AR

220>

€221> misc feature
€929> (18),. (95)
223> BRHez RISk

2505

221> MOD RES

999> 125). . (25)

<223 Bl M TR B R B R

220>

€221> MOD RES

222> (21).. 27
<228> L-Nle B L-Leu

220>
223> C-s NH2

[0036] B
<400> 24
Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 5 10 15

Leu Xaa Ala Arg Lys Leu Leu Gln Xda Ile Lew Ser Arg
20 25

210> 25
211> 29

<219> PRT
218> AL

29205

<928> AT BN & ik
2005

292935 N-3

220>
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[0037]

£222> (2., &
€223> 1~-Ala B D-Ala

€220
¢€221> MOD_RES
<2225 (8).. (8)
<223 L=Asn B L-Gln

220>

¢221> MOD_RES
€222> (15).. (15)
€223> 1-Ala 5k Gly

2207
£221> MOD_RES
222y (19).. (19)

223> W T AZBRAVHE S AR

220>

€291 mise feature
€292> (19).. (26)
€223> FREE Al R

220>
<221> MOD_RES
222> (26). . (26)

<223y W TR B S E

220>

<221> MOD_RES

€222> (27)..27)
<223> L-Nle Bl L-Leu

<2205
€223 C~lhiy NH2

400> 25

Tyr Ala Asp ATa Tle Phe Tht Xaa Ser Tyr Arg Lys Val. bew Xaa Gln

I 5

Leu Ser Xaa Arg Lys Leu Leu Gln Asp Xaa Leu Ser Arg

20

10
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[0038]

210>
211>
912>
<213>

<2202
{223>

220>

€223> N

<220
€221>
€2995
223>

<2202
221>
$222>
228>

<2205
£221>
£222>
£223>

220>
221>
299>
293>

<222»
223>

<2202
<2215
£222>
£223>

26

29

PRT
AR5

NTHFIB: &k

MOD_RES
2).. 2
I—Ala 8% D-Ala

MOD_RES
(8)..48)
L-Asn il L-Gln

MOD_RES
(15).. (15)
L-Ala B Gly

MOD_ RES
(20). . (20)
AT B

misc feature
(20).. (27)
Bk A IR SE R

MOD_RES
.. D
] T2 BT 3 R AR
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[0039]

<2207
<223

<400>

Tyr Ala Asp: Ala Tle Phe Thr Xaa Ser Tyr Arg Lyg Val Leu Xaa Gln
b 10

1

<210
Q1>
<2123
213>

220>
<2935

{2205
£223>

220>
221>
K2925
223>

(220>
221>
€222
<293

<2207
<2215
222>
228>

<2205
9213
<2225
<2935

- NH2

26

20 25

27

29

PRT
KT

NITFFFIros: & ek

i

MOD_RES
(2)..2)
[-Ala BE D-Ala

MOD_RES
(8)..(8)
[=Asn 8% L-Gln

MOD RES
(15)..(15)
I=Ala 8% 61y

MOD_RES
(21).. (21
A T B R A A

110
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[0040]

£220>

<221» misc featiire
222> (21)..(28)
223> BREZ M AIATER

<2905

<221> MOD_RES

€202y (27).. (27)
223> L-Nle 8§ 1-Leu

220>

<2215 MOD RES

<2225 (28).. (28)

223> MTHTABNTERER

<D0
<223» C~¥ NH2

400y 27

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln

1 5 10

Leu Ser Ala Arg Xda Leu Leu Gln Asp Tle Let Xaa Arg

20 28

210> 28

11> 29

4212> PRT
213> NTHFH

L2205
223> NLFFHIHM: &k

€220>
223> N-¥g H

<2200

<221> MOD RES

<2223 (2)..(2)
<2235 L-Ala 8 D-Ala
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[0041]

€220

<221> MOD RES
222> (B).. (8)
€223 L-Asn B L-Gln

€220
<2215 MOD_RES
<228> {15)..(15)
£223> L-Ala 8k Gly

220>

<221> MOD_RES

€228y (22)..(22)

223> T HT AR R A AR

220>
<2217 misc_ feature

223> HRFEEZ IR

<O
¢921> MOD_RES

<2295 (27).. (27)
<223> L-Nle % L-Leu

<2207

221> MOD_RES

<222> (29)..(29)

223> WHIT 2B R A AR

42905
€293y C-¥g NH2

400> 28

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln

1 5 10

Leu Ser Ala Arg Lys Xaa Leti Gln Asp Tle Leu Ser Xaa

20 25

€210> 29
211> 29

112



CN 108929375 A F 5 *k

42/263 U

[0042]

2125 PRI
213> ANLRFH

42205
228> NTFAIRTH: &Rk

<2203
€223> N-# H

£2205

<221> MOD_RES

222> (2)..42)
€223y L-Ala 8% D-Ala

220>

<221» MOD_RES

222 .. @)

223> WIS BRHAE R AR

2200

(221> nisc feature
222> (4).. (11
228> e [ 2K

920>
<2213 MOD_RES

222> (8)..(8)
£293> L~Asn B¢ L-Gln

<220%

<921y MOD_RES

£999% (11),. (11)

223> WH TR EE A AR

(220>
£221> MOD_RES
¢222> (15).. (15)
€223 L-Ala Bk Gly

200>

<221> MOD_RES

<222y (21)..(21)

<223> Wl B R E AR
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[0043]

€220
€221> mise_feature

292> (21)..(95)
€223> FhHE WA HE

€220>

<221> MOD RES

222> (25).. (25)

223> AT R E R AR

<220>

<221> MOD RES

<222y (97).. (27)
<223> [-Nle 8% L-Leu

<220>
<223» C-¥i NH2

<400> 29

Tyr Ala Asp Xaa Tle Phe Thr Xaa Ser Tyr Xaa Lys Val Leu Xaa Gln

1 5 10

20 20

£210> 30

<211> 29

212> PRT
213> ANL3)

223> ANLTBHIRIBE: & pk

<220%
<2235 N-w H

<2205

<9215 MoD RES

<222% {2).. &)
<223 L-Ala BY D-Ala
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[0044]

42205

222>
€223>

220>
221>
222>
£223%

220>
221>
L2222
223

G207
<2215
<2225
€223

€220>
221>
222>
<223>

2205
221>
DR
223>

220>
221>
222>
223>

220>
221>
822>
<8237

<2205
9215
<2225

(4).. 4
TSR A R S

mise feature
4. an
B2 Al AT B

MOD_RES
(8)..(8)
L~Asr 8 [-Gln

MOD RES
.. ap
AP R R AR

MOD_RES
(15), . (1)
[-Ala 8% Gly

MOD_RES
(25). . (25)
A A TR 2 R R

mise fedture
(25).. (29)
2= Salied

MOD RES
(27). . (27)
[~Nle 8¢ L-Leu

MOD_RES
(29). . (29)
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223> W T ZBBIE R AR

220>
2235 C-¥# NH2

400> 30
Tyr Ala Asp Xaa Tle Phe Thr Xaa-Ser Tyr Xaz Lys Val Leu Xaa Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa
20 25

<210> 31

G115 29

2123 PRT
218> NLEF

£220>
223> NLEFIMEB: Sk

[0045]

2205
223> N3 11

o205

<2215 MOD_RES

292 (2)..(2)
2993> I~Ala 8% D-Ala

<2205

<221» MOD RES

£2225 (5)..(5)

228> A TR BT B & L

220>

(221> misc featire
222> (5)..(12)
<223 FRFELZ A TRR

220>

€221> MOD _RES
222> (8)..(8)
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[0046]

€223> L-Asn 30 L—-Gln

<2205

<221> MOD_RES

222> (12).. (12)

<223y ol PR B RE R

220>

221> MOD_RES
<222> (15).. (15)
223> L-Ala Bl Gly

<220

<2213 MOD_RES

999y (21).. (21)

223> Al HT BT R

£220%

{2215 misc Teature
222> (21)..(28)
<223y BRI IRIHGACHL

<220p
€221> MOD_RES

€222% (25)..(25)

€223> Al AT AZRRIME S AR

L2205
<221> MOD_RES
<9995 (27).. (27)

<993y [-Nle 8% L-Leu

€220%
223> C-Hi NH2

<400> 31

Tyr Ala Asp Ala Xaa Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln
1 5 10 15

Leu Ser Ala Arg Xaa Leéu Leu Gln Xaa Ile Lew Ser Arg
20 25
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[0047]

210
211>
212>
€213>

220>
€993>

£2205
<9985

220>
221>
222>
223>

£220>
291>
€222
223>

220>
221>

222>
223>

220>
£221>
<220%
223>

£220>
<221
2227
223>

220>
221>
{2223
223>

{2205
{821

39
29

PRT

ANIFH
ANLFFIRHE: &klk

N-#fi5 H

MOD_RES
@).. (@)
L-Ala B D-Ala

MOD_RES
(5)..(5)
T T AR R R R

misc feature
(5., (12)
FREZ R AE B

MOD_RES
(8)..18)
L-Asn 8% L-Gln

MOD RES
12).. a2
AR P B L R R AR

MOD_RES
(15).. (15)
L=Ala B8R Gly

MOD RES
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(222> (28)..(256)
223> AT AL R AR

220>

€271 mise feature
€222> (25).. (29)
223> BRIz Al {fAs Ik

<2207

£221> MOD_RES

@295 (20).. (20)
223> L-Nle 8t L-Leu

AN
5]
=
A

N

21> MOD_RES
> (29), . (29)
23> BT BT R g

(SO COl O
8o ;
X
N

2205
€223y G-y NH2

400> 32
Tyr Ala Asp Ala Xaa Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln
1 ) 10 15

[0048]

Lew Ser Ala Arg Lys Leu Leu Gln Xea Ile Leu Ser Xas
20 25

<2105 33
211y 29
0125 PRT
@13y NLIFFI

£220>
223> NTERHE: 28k

22205
221> MOD_RES
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[0049]

{2225
<293>

{220>
221>
222>
223>

£220>
£221>
<2225
£293>

<220
<221
222>
<223

<2202
221>
222>
223>

220>
221>
222>
223>

<g20>
21>
(299
223>

220>
221>
£222>
223>

<2203
221>
<2223
<223

<220>

@.. @
L=AlaBf D-Ala

MOD_RES
6).. ()
AT AR S S R

misc feature
6)..{13)
B

MOD_RES
(8).. (8)
L-Asn B¢ L-G1n

MOD_RES
(13).. (13)
WA TS E R

MOD. RES

MOD_RES
(21).. 1)
A] A A

misc feature
(21).. (25)
BRI B

MOD_RES
(25).. (25)
AT R R R
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€221> MOD_RES
<2225 27).. Q2D
223> L-Nle Bf [~Leu

4220
€293y C-¥% NH2

400> 33
Tyr Ala Asp: Ala Tle Xaa Thr Xaa Ser Tyr Arg Lys Xaa Leu Xaa Gln
1 5 10 15

Leu Ser Ala Arg Xaa Leu Leu Gl Xaa Il¢ Leu Ser Arg
20 25

210> 34
211> 29
<212> PRT
213y ANTIFH

220>

B e = [ LT

$290>
¢223> N=@m H

<2205

<221> MOD_RES

222> (2)..42)
€223> [-Ala s D-Ala

€920

<221> MOD RES

€222> (6)..18)

223> AHTREBEME R A AR
<2205

221> misc Teature

2225 (6)..(13)

223> TR WIAZEL

220>
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51/263 T

[0051]

<222> (8).. (8
(223> L-Asn 8% L-Gln

€220%
€221> MOD_RES

€922> (13),.3)

223> OTF TR B E A

200>

£221> MOD_RES
€222> (15).. (15)
€223> 1-Ala 8k Gly

L9205

22215 MOD_RES

2225 (25).. (25)

223> W TPABMAEERR

220>

221> mise feature
€292> (25)..(29)
€223> BRI AR EE

€220

(921> MOD_RES

28295 27y (0D
223> L-Nle Bk [-Leu

220>

221> MOD_RES

229> (29)..(29)

<223> W H TR S SRR

<2205
4223 C-¥f NH2

400> 34

Tyr Ala Asp Ala Tle Xaa Tht Xaa Ser Tyr Arg Lys Xaa Lew Xaa Gln

1 5 10

Lew Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa

20 25
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F 5 &

52/263 T

[0052]

210>
211>
<912
ARY

<220
£223>

<2207

923> N

<220
<2212
222>
£223>

<2202
221>
222>
<223>

<220>

<2205
<221y
222>
<223>

222>
223>

<2202
<221>
£222>
{223

15
29

BRT
AT

NTRAIMHS: SRk

MOD_RES
(2)..(2)
[-Ala B D-Ala

MOD_RES
(.. €D
AT R R AR

> misc Teature
(D). 14y
3> BRI [RIHREIk

MOD. RES
(B).. (8)

[~Asn 8¢ [~G1n

MOD_RES
(14). . (14)
o] T A B B R

MOD RES
(15).. (15)
L-Ala sk Gly
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.l

53/263 T

[0053]

220>

<221> MOD_RES

222> (21).. (21)

223> Wl PRI R E R

<2207

221> misc feature
222> (21)..125)
223> BRI AIHOASEE

220>
<221> MOD_RES

€222» (25)..(25)

223> WHITABNAEEEER

220>

<221> MOD_RES

<222y (21).. (2D
<223> L-Nle 8 L-Leu

220>
<228> C-¥ NH2

<400> 35

Tyr Ala Asp Ala Ile Phe Xaa Xaa Ser Tyr Arg Lys Vel Xaa Xaa Gln
10

1 a

Leu Ser Ala Arg Xaa Leu Leu Gln Xaa. Ile Leu Ser Arg

20

<210> 36

211> 29

<2125 PRT
213> N3

220>

223> N LFFIHB T &k

<2205
223> N-¥i H
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F 5 &

54/263 TT

[0054]

€220
221>
L228%
2835

220>
221>
<2225
223>

£220p
L221>
$222y
293>

220>
221»
{222
{223>

220>
221>
€229
223>

220>
221>
229>
£293>

<220
221>
L2225
223>

220>
221>
222>
223>

220>
{291
222>
223>

MOD._RES
(2)..42)
L-Ala B D-Ala

MOD_RES
@M
e Jilin=vag )

migse feature
(7). . (14)
BREL 2 8] 1 28 Bk

MOD_RES
(8)..48)
L-Asn 8 L~Gln

MOD._RES
(14y. . (14)
EUFﬁ%FéEE%Eﬁ{EE&éﬁ%%Eﬁ

MOD_RES
(15).. (15)
[~Ala 8% Gly

MOD RES
(25).. (25)
AP BR IS E R

misc feature
(25).. (29)
52l S

MOD_RES
©7). . 2D
[-Nle BE L-lLeu
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F 3

2.3

55/263 T

[0055]

<2205
£221>
292>
293>

<2200
223>

<400>

Tyr Ala Asp Ala Ile Phe Xaa Xas Ser Tyr Arg Lys Val Xaa Xaz Gln

1

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa

<2105
211>
<212%
213>

<2205
993>

<2205

MOD_RES

(29).. (29)

A BT AR BRI 2 B R
(-3 N2

36

5 10

20 25
37
29
PRT
ANTF5
NIF B & ik

€923> N~ H

€220>
(221>
€092
203>

£220>
221>
222>
223>

<220>
221>
222>
223>

MOD_RES
(2).. (@)
L-Ala BR D-Ala

MOD RES
(8).. (®
] T 2 BT

mige feature
(8)..(15)
RS AR A Bk

126
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F 5 &

56/263 T

[0056]

220>
221>
$222>
228>

220>
42215
222>
223>

220>
221>
<222
£223>

<220
221>
222>
223>

220>
221>
<8227
223>

220>
223>

Tyr Ala Asp Ala. Ile: Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln

1

Leu Ser Ala Arg Xaa Leu Leu Gln Xaa Ile Leu Ser Arg

210>
211>
<212
213>

<220>

MOD RES
(18).. (18
AR R R AR

MOD RES
(21).. 21
WP A AT B A R

misc feature
(21).. (28)
BB A B A5

MOD_RES
(25).. (25)
AT KRR AR

MOD_RES
27).. @70
[~Nle 8% L-Leu
C-3 NH2

37

8 10

20 2

38
29

FRT
NTIRFY
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F 5 &

57/263 T

[0057]

223>

2200
$223>

{220~
281>
222>
223>

<2205
221>
€222

£223>

$220>
221>
2993
923>

220>
221>
222>
223>

220>
{2215
{282

€223>

<2202
221>
222>
<223

220>
€221
222>
<223

L2020
(291>
290>

ATIPFIE: & sk

Ne=iig B

MOB._RES
(D).. {2
=Ala 88 D-Ala

MOD_RES
(8).. (8
AT AR R E R

mise feature
(8)..(15)
& Tl il S

MOD_RES
(15).. (15)
BT R

MOD RES
(25).. (25)
PRIt R 2R

mise feature
(25%. . (29)
Bk (A B AE R

MOD_RES
@h.. 2D
[=Nle 8% L-Leu

MOD_RES
(29). . (29)
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223> AT ZBIHI RS AR

2205
<2235 C-¥ NH2

400> 38
Tyr Ala Asp Ala Ile Phe Thr Xas Ser Tvr Arg Lys Val Leu Xaa Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ilo Leou Ser Xaa
20 25

<210> 39

2115 29

(2125 PRT
218> NTEH

£220>
223> NLREFIREN: Sk

[0058]

42200
€293 N-#EH

<220%

<221> MOD_RES

222> (2)..(2)
223> I=Ala® D-Ala

<220%

<221> MOD_RES

2225 (8)..(8)
993% Lehsn # L-G1n

290>
€221 MOD RES
€222% 9).. Q)
<223y WA TR B A A

K220

€221% misc Teature
222> (9)..(18)
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F 5 &

59/263 7T

[0059]

<223> BREE 2 JAIRYZERR

L2202
<21
222>
<2035

<220>

221>

299>
293>

220>
<221y
822>
223>

£220>
£221>
222>
223>

<2207

MOD_RES
(15).. (18)
[-Ala 8l Gly

MOD_RES
(16). . (16)
TR BOEEaE AR

MOD_RES
(25}, . (25)
AR T B R B R

misc feature
(25).. (29)
ik T8 H ATk

<2215 MOD_RES

L222

@27).. 20D

293> [~Nle 8% [~Leu

$220%

221> MOD_RES
222> (29)..(29)
€223y WM TARBMAL R E R

<220>

£223> C-¥y NH2

<400> 39

Tyr Ala Asp Ala Tle Phe Thr Xaa Xaa Tyr Arg Lys Val Leu Xaa Xaa

1

D 10

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Tle Leu Ser Xaa

20 25
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F 5 &

60/263 Tl

[0060]

210>
211>
<212%
£213>

220>
<993>

£2205
£99%>

220>
221>
222>
223>

{220
291>
<222
<223

220>
221>

599
223>

220>
221>
£209%
223>

£220>
<921
2227
223>

220>
221>
<2293
223>

{2205
{821

40

29

PRT

ANIFH
ANLIFIIEH . &Rk

N-d H

MOD_RES
[~Ala 8E D-Alg

MOD_RES
(®8)..18)
L-Asn 8% L-G1ln

MOD_RES
9).. (9
A AR R =R

misc feature
9).. (16)
TR HL 2 8] A5

MOD RES
(15)..(15)
L-Ala 8% 61y

MOD_RES
(16).. (16)
B A RO R s R

MOD RES
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0925 (21).. @2
<223y Al TR ERE AR

29905

<221> mise feature
€222y (21)..(25)
€223 BRIEZ A

2905

<2215 MOD _RES

€222> (25)..(25)

223> AT R R AR

{2207

<221> MOD _RES

222> (21).. @D
<223> L-Nle 8% L~Leu

220>
<223y €y NH2

[0061] 400> 40
Tyr Ala Asp Ala lle Phe Thr Xaa Xaa Tyr Arg Lys Val Leu Xaa Xaa
1 ) 10 15

Lew Ser Ala Arg Xaa Leu Leuw Gln Xaa Ile Leu Ser Arg
20 25

2105 41

K211y 29

€212> PRT
218> N LIF3

{220
203 NTHFINMI: &k

<2205
<221> MOD RES
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F 5 &

62/263 Tl

[0062]

{2225
<293>

{220>
221>
222>
223>

£220>
£221>
<2225
£293>

<2200
{221
€222
223>

<2202
221>
222>
223>

<220
€221
222>
223>

<g20>
21>
(299
223>

220>
221>
£222>
223>

<2203
221>
<2223
223>

<220>

@.. @
L=AlaBf D-Ala

MOD_RES
(8)..(8)
L-Asn bl [=Gln

MOD RES
(12).. (12)
A AT B A R

misc feature
(12).. (19)
FhFE AT R

MOD RES
(15).. (15)
L-AlaB% Gly

MOD RES
AT RIS R

MOD_RES
(25). . (25)
A] A A

misc feature
(25).. (29)
BRI B

MOD_RES
27).. (27)
L-Nle 8% L-Leu
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63/263 Tl

[0063]

221> MOD RES
<2225 (29)..(29)
223> I HF AT E SRR

4220
€293y C-¥% NH2

400> 41
Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln
1 5 10 15

Leu Ser Xaa Arg Lys Leu Leu Gla Xaa Ile Leu Ser Xaa
20 25

210> 42
211> 29
<212> PRT
213> NLIFH

<2200
<223> NTIEIRUH: &8k

$290>
¢223> N=@m H

<2205

<221> MOD_RES

222> (2)..42)
€223> [-Ala s D-Ala

€920

<221> MOD RES

€222> (4)..14)

223> AHTREBEME R A AR
<2205

221> misc Teature

2225 (4)..(8)

223> TR WIAZEL

220>
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64/263 Tl

[0064]

<221> MOD_RES
222> (8)..(8)
223> WHTRBHIESS

Kf‘

290>
<221> MOD_RES

<222> (15).. (15)
223> AIHT AR R T AR

<2205

2217 misc feature
222> (15)..(22)
223> WA RIS

<2205

<221> MOD_RES

<2225 (22), . (22)

<223> Al TR R A AR

<2205

42217 MOD_RES

@Le> (27). . (27)
€223> L-Nle B L-Leu

€220»
€223> C—¥m NH2

€400> 42

Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
L 5 10

Leu Ser Ala Arg Lys Xaa Leu Gln Asp Ile Leu Ser Arg

20 25

210> 43

211> 29

212> PRI
218> ATEF

<2207
223> KTFHIRIBER: & Rk
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F 5 &

65/263 Tl

[0065]

220>

223> N

{2207
<2915
<2925
223>

220>
221>
229>
£993>

<2205
221>
2225
{223

<2205
221>
<2295
223>

<220
$221>
222>
<2923>

<220
221>
£222>
<223»

<2207
221>
222>
223>

£220%
221>
£222>
€223

MOD_RES
2)..(2)
[~Ala ﬁ D-Ala

MOD_RES
).. @
o] F T BT R E R

mise¢ feature
(4)..(®
YiFRZ A A2 R

MOD_RES
(8)..(8)
A AT AR AT R

ﬁt‘l‘

MOD._RES
(15).. (15)
L-Ala 8% Gly

MOD_RES
(18).. 18)
A T AT B R

misc feature
(18).. (25)
BBk [B] B BE TR

MOD RES
(25).. (25)
B TR BRI e E R
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66/263 Tl

[0066]

220>

<221> MOD_RES

222> (27).. (27)
<223> L-Nle 8% L-Leu

290>
993> - NH2

400> 43
Tyr Ala Asp Xaa Ile Phe Thr Xaa. Sex Tyvr Arg Lys Val Leu Xaa Gla
1 5 10 15

Leu Xaa Ala Arg Lys Leu Leu Gln Xaa lle Leu Ser Arg
20 25

<210% 44

211> 29

£212> PRT
213> NTIFH

220>
223> NTPFIRBH: & Rk

290>
£293> N=ui H

€220>

<221> MOD RES

<2225 (2)..(2)
€2923> L-Ala 8% D-Ala

<220
<221> MOD_RES
<922> {4). . (4)
223> TR S & AR

<2207

<2215 mise feature
<222% (4).. (®)

<2235 BRIEZ IAIHACHE
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67/263 U

[0067]

€290>

<221> MOD RES
222> (8).. (8)
223> WIHT BRI R AR

€220»
<2213 MOD _RES
<229 (15).. (15)
298> L-Ala B Gly

220>

€221> MOD. RES

2283 (21)..(21)

223> Al FTF AT R A R

£220>

<2217 misc_feature
222> (21)..(28)
223> BRI THNIRE

290>
¢221> MOD_RES

<2295 (27).. (27)
223> 1-Nle ik L-Leu

<2207

221> MOD_RES

<222> (28)..(28)

223> WHITZRME R E AR

4290y
€293y C-¥g NH2

400> 44

Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
10

1 5

Leu Ser Ala Arg Xaa Leu Leti Gln Asp Ile Leu Xaa Arg

20

<210> 45
211> 29
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F 5 &

68/263 Tl

[0068]

£212>
<2185

£220>
223>

{2205
£223>

£220p
L221>
$222y
€203

220>
221»
{222
{223>

220>
221>
€229
223>

220>
221>
229>
£293)>

€220>
221>
{282
223>

220>
221>
222>
223>

220>
{291
222>
{223>

PRT
AT

NTHAIR I &k

N~di H

MOD_RES
(2)..42)
L-Ala 8Y D-Ala

MOD_RES
.. 4
A F T B R

misc feafure
@).. (1)
ek A 2E Bk

MOD_RES
8)..1(8)
TR e & AR

MOD RES
(15).. (15)
L-AlaBE Gly

MOD_RES
(22).. (22)
AT RS A E®

mise feature
22)..(29)
Rk 8] I 28T

139



CN 108929375 A F 5 *k
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[0069]

4220

221> MOD_RES

2225 (27).. (27)
€223% L-Nle ®f L-Leu

220>
<221> MOD_RES

€222> (29)..(29)

<2235 AT ARBOTE R A SR

220>
223> O3 NH2

<400> 45

Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Lewr Xaa Gln

1 9 10

Leu Ser Ala Arg Lys Xaa Leu Gln Asp Ile Leu Ser Xaa

20 25

<2105 46
Q11> 29
12> PRT
213> ATHFI

42205
223> NTFAIRIE: &Rk

£220>
228> N-¥m H

920>
<221> MOD_RES
<2295 (2)..(2)
€923> 1~Ala 8% D-Ala

220>
<2213 MOD RES
<222> (8)..(8)
223> AT R E AR
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F 5 &

70/263 71

[0070]

290>

2z
222>

993y

990>
€921>
{222

£998>

€220

£921>
222>
223> ®

€220%
221>
<222
<223

220>
€221

<223>

220>
221>

222>

€228

<2205
<2235

<400>

Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln

1

Loy Ser Ala Arg Lys Xaa Leu Gln Asp lle Leu Seér Arg

210>

misc_feature

8)..(12)
eeavdkid o

MOD. RES
(12).. (12

] AR AT B R R

MOD RES
{15).. (15)
ol T s E R

misc feature
(15).. 22)
B2 el 3k

MOD_RES
> (22).. (22)
AL E AR B R A

MOD RES

@0 .. @D
[-Nle 8% L-Leu

G~y NH2

46

5 10

20 25

47
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F 5 &

71/263 7T

[0071]

211>
212>
<213>

220>
223>

220>
223>

220
221>
222>
223>

{220
{221
222>
<223

{220
221>
<222

223>

(220>
221>
£292>
223>

{220
£281>
222>
<2235

220>
221>
222>
{223>

220>
221>
222>

29
PRT
ANIIFH

AT &k

N-3 H

MOD_RES
.. )
L-Ala 8% D-Ala

MOD RES
(8)..(8)
WA BT A R

misc feature
®.. (12
FRIEZ A B A IR

MOD_RES
12).. (12)
AL A T R

MOD_RES
(15), . (15
[-Ala 8¢ Gly

MOD_RES
(18), . (18)
A TR B R R

misc feature

(18).. (25)
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<223> FRIEZ ISk

D205

2215 MOD_RES

€222 (25)..(25)

223> AHT BT REER

L2265

221> MOD RES

<222 (21).. @D
223> L-Nle 8% L-Leu

<2205
<223> C-¥i NH2

400> 47

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln
1 5 10 15

Liew Xaa Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Arg

20 9%
[0072] ’ ?
2105 48
211> 29
<2125 PRT
@13y AT
290>

<223> A THHIRIUERT: &k

220>
223> N-¥ 1

207
221> MOD_RES

222> (2).,(2)
€228> 1~Ala 8 D-Ala

220>

£221> MOD_RES
<2225 (8)..48)
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F 5 &
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[0073]

<223

<220>
221>
<2225
223>

<220»
221>
<2225
223>

220>
221>
222>
4223>

290>
221>
<222
L2937

<220>
Q21>
222>
£893%

<220>

221>

222>
<223

<2205
221>
<222
223>

220>
223>

4002

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln

1

AT S A

mise feature
8)..02)
B[R] AL B

MOD_RES
(12).. 12
O HF R B R

MOD._RES
(15). . (15)
[-Ala®Bk Gly

MOD RES
(21).. 21
CIN RS ST e n

misc feature
(21).. (28)
R A 2

MOD_RES
©n..en
[~Nle 8% I.-Leu

MOD._RES
28). . (28)

] F A2 B R
G- NH2

48

5 10
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52
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3

74/263 U1

Leu Ser Ala Arg Xaa Leti Letu Gln Asp Ile Leu Xaa Arg

<2105 49

<2115 29

<212> PRT

213> ANTLFH

220>

223> NTIPFIRIPERE: & Rk

220>

<2235

220>
<221%
<2227
<2235

[0074] L2202
221>
$099>
223>

42202
221>
£222>
€223%

220>
221>
£222>
£223>

<2202
221>
222>
223>

2207
221>

20

MOD_RES
2).. )
L-Ala 8¢ D=Ala

MOD_RES
(8)..(8)
AL BRI R A

misc feature
8)..(12)
FRAL (A B AL ER

MOD RES
(12).. (12)

AL T AC BRI R R

MOD_RES
(15).. (15)
L=Ala 8 Gly

MOD_RES

25
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F 5 &
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[0075]

222>
223>

220>
<2215
222>
228>

226>
2217
<929
993>

NN AN AN
(SO COl O
O - 00
X foond
N F

7N

- (22).. (22)
AT AR B SRR

mise feature
(22)..129)
S BT

JOD_RES
7). 27
- L=Nle BY L-Leu

21> MOD_RES
> (29), . (29)

Al T B R

€920

<223

400>

Tyr Ala Asp Ala lle Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln

I

Lew Ser Ala Arg Lys Xaa Leu Gln Asp Ile Leu Ser Xas

<2100
211y
212>
213>

L220>
(2933

<2200
221>

€=y NH2

49

9 10

20 25

50
29
PRT
N LIPS

NTEAIUEN: &8k

MOD_RES
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[0076]

{2225
<293>

{220>
221>
222>
223>

£220>
£221>
<2225
£293>

<2200
{221
€222
223>

<2202
221>
222>
223>

<220
€221
222>
223>

<g20>
21>
(299
223>

220>
221>
£222>
223>

<2203
221>
<2223
223>

<220>

@.. @
L=AlaBf D-Ala

MOD_RES
(8)..(8)
L-Asn bl [=Gln

MOD RES
(12).. (12)
A AT B A R

misc feature
(12).. (16)
FhFE AT R

MOD RES
(15).. (15)
L-AlaB% Gly

MOD_RES
(16).. (16)
AT R R

MOD_RES
(21).. 1)
A] A A

misc feature
(21).. (28)
BRI B

MOD_RES
27).. (27)
L-Nle 8% L-Leu
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77/263 TT

[0077]

2215 MOD_RES
222> (28)..(28)
223> WJHTRZRRIMERRER

220>
223> C-¥ii NH2

<400> 50
Tyr Ala Asp: Ala 118 Phe Thr Xaa Ser Tyr.Arg Xaa Val Leow Xea Xad
1 5 10 15

Leu Ser Ala Arg Xaa Leu Leu Gla Asp Ile Leu Xaa Arg
20 25

<210» 51

211> 29

<212> PRT
213> NLIFH

220>
223> NTIFEIULH: &Rk

$290>
¢223> N=@m H

<2205

<221> MOD_RES

222> (2)..42)
€223> [-Ala s D-Ala

€220>

<221 MOD_RES

222> (8)..(8)

<223 L-Asn 8 L-Gln

220>

<221> MOD_RES

2225 (12).. (12)

<223> W H T ACB T S R R

220>
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78/263 T

[0078]

€221> mise feature
222> (12).. (16)
223> B2 TR 200k

2203
€221> MOD_RES
€222> (15),. (15)
223> L-Alazk Gly

£220>

¢221> MOD RES

€222> (16).. (16)

223> W TR R R AR

<2200

£221> MOD RES

222> (22).. (22)

223> TR E AR

L220>

€221> misc feature
€922y (22)..(29)
€223> BRI AR EE

42205

£221> MOD_RES

28905 (21).. (27)
<223> L-Nle BE L-Leu

220>

221> MOD_RES

222> (29)..1(29)

228> W TR R AR

220>
42235 C-~if \H2

<400> 51

Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Xaa

1 5 10

Leu Ser Ala Arg Lys Xaa Leu Gln Asp Ile Leu Ser Xaa

20 25
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F 5 &
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[0079]

210>
211>
912>
<213>

<2202
{223>

220>

€223> N

<220
€221>
€2995
223>

<2202
221>
$222>
228>

<2205
£221>
£222>
£223>

220>
221>
299>
293>

<222»
223>

<2202
<2215
£222>
£223>

52

29

PRT
ANTFH

NTHFIB: &k

MOD_RES
2).. 2
I—Ala 8% D-Ala

MOD_RES
(8)..48)
L-Asn il L-Gln

MOD_RES
(1. (1D
AT AR R R

imise feature
(11).. (15)
3=l Ll 5

MOD._RES
(15). . (15)
o TR B R R

MOD RES
eu.. Cn
] T2 BT 3 R AR
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[0080]

220>

<2217 mise featiire
€222y (21).. (28)
223> BREZ M AIATER

<2205

<2215 MOD_RES

9225 (27).. (27)
<223> L-Nle 8% L-Lsu

<220

<221> MOD RES

<2225 (28).. (28)

223> MTHTABNTERER

<D0
<223> C~¥ NH2

<4007 52

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Xaa Lys Val Leu Xaa Gln

1 5 10

Leu Ser Ala Arg Xda Leu Leu Gln Asp Tle Letu Xaa Arg

20 28

210> 53

11> 29

€212> PRT
213> KNTHFA

<2207
223> ANLRFIRIBE: &k

€220%
<223 N-¥i H

<2200

€221> MOD RES

<2223 (2)..(2)
<2235 L-Ala 8 D-Ala
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F 5 &
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[0081]

{2200
221>
<9295
{223y

220>
<221
22>
{223>

{2200
<221>
R€22>
223>

220>
221>
Kg922>
923>

220>
221>
999>
<2235

<2207
221>
222>
223>

220>
221>
<222>
223>

220>
221>
<2225
923>

<2207
223>

<400>

MOD_RES
(8)..(8)
L-Asn % L-Gln

MOD_RES
(11).. (11
PRI S g R

=P

misc: feature
(11).. (15)
TR A28k

MOD_ RES
YT AR R R A AR

>

MOD RES
(22). . 22)
Al BT A B R A R

nisc_feature
(22)..(29)
TR I TR A

MOD_RES
27, . 20
L-Nle 8k [~Lei

MO RES
(29).. (29)
A T BT B R

C-%i NH2

53
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[0082]

Tyr Ala Asp Ala Ile Phée Thr Xaa Ser Tyr Xaa Lys Val Leu Xaa Gln

1

5 10

15

Leu Ser Ala Arg Lys Xaa Leu Gln Asp Ile Leu Ser Xaa

2100
211>
212>
218>

L2200
223>

{280>
223>

220>
221>
222>
2232

220>
221>
£222>
223>

<2203
221>
¢222>
223>

<220>
221>
222>
<223>

220>
2217
092>
223>

20 25

a4
29
PRT
N L5

ANTFESIR U £ Bk

N-# 1

MOD_RES
(9. @)
L-Ala 8% D-Ala

MOD_RES
W.. W
PR e & AR

misc feature
4)..(®)
o a AR Y

MOD_RES
{(8)..(8)
il TS E R

misc feature
(8).. (12)
B AL 8] B 22T
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[0083]

290>

<221> MOD_RES

€222> (12).. (12)

223> HHTRBIE SR R

2200

221> MOD _RES
<222> (15).. (1%)
<223> [-Ala 8k Gly

<220>

<221> MOD_RES

<222y (97).. (27)
<2235 [~Nle 8k L-Leu

220>
223> C-im NH2

400> 54

Tyr Ala Asp Xaa Tle Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln

1 5 10 15

Leu Ser Ala Arg Lys Leu 'Leu Gln Asp Ile Let Ser Arg
20 25

210> 55

211> 29

212> PRT
213> ANTFH)

<2202

223> ANLBHIRIBE: A pk

<2205
<293y N-vg H

|

<2205

<921> MoD RES

$222% £2).. ()
<223» L-Ala 8% D-Ala
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[0084]

220>
$221>
222>
223>

<2207

2212

222>
£223>

220>

221>

222>
L2237

€220
221>
K222
223>

L2200
221

2225

223>

£220>
221>

222>

<223

<220
221>
4220
4223>

L2207
223>

<400>

Tyr Ala Asp Ala Ile Phe Thr Xda Ser Tyr Arg Xaa Val Leu Xaa Xaa

1

MOD_RES
(8)..(®)
Ol T AR B R R

misc feature
(8)..(12)
T AR

MOD_RES
(12).. (12)
A T AR A

misc featire
(12).. (16)
o= =abilihit o

MOD RES
(15).. (15)
L-Ala 8% Gly

MOD_RES
(16).. (16)
AT BT B R

MOD_RES
@n.. 20
[=Nle 8¢ L-Leu
€= NH2

55

5 10
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[0085]

Leu Ser Ala Arg Lys Leu Len Gln Asp Tle Leu Ser Arg

210> &
211>
212> T

20 25

Q1P A7

£220>
023>

{220

223> N=

<2207
42215
222>
<223

{220>
OAD,
€220
223>

220>
221>
222
223>

L2200
221>
€092%
<2235

2207
L2215
222>
223>

220>
221>
£222>

ATHFIEE: &Mk

MOD_RES
(2)..02)
[=ATa Bk D=Ala

MOD_RES

®..®
L-Asn BE [-G1n

MOD_RES
(12).. (12)
A P s R R

mise feature
(12).. (16)
2 Ja] B RE Tk

MOD RES
(15). . (15)
L~Ala 8% Gly

MOD RES
(16).. (16)
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223> WHFZBHT R MR

220>

291> mise Feature
222> (16). . (20)
<2235 BRE 2 M ARk

€2205

<221> MOD RES
222 (20).. (20)
223> WHTZBRMEREER

v

€2205

<2215 MOD_RES

222> (27).. @7
€223» L-Nle gk L-Leu

220>
O3> (-3 NH2

400> 56
Tyr Ala Asp Ala Tle Phe Thr Xda Ser Tyr Arg Xaa Val Leun Xaa Xaa

0086
: ] 5 10 15

Lew Ser Ala Xaa Lys Leu Leu Gln Asp Ile Led Ser Arg
20 25

210> 57

<2115 29

<212% PRT
213> N4

<8203

223> NTRFIMuE: ARk
o207

223> N-¥ H

L2907

£221> MOD RES
<2225 (2)..(2)
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[0087]

(223>

<2202
221>
222>
223>

<220>
221>
<292
£298>

220>
221>
222>
223>

{220
291>
<222
<223

(220>
221>
299>
928>

$220>
£291>
222>
223>

£220>
<921
222%
223>

220>
221>
<2293
223>

{2205
223>

[=Ala B D-Ala

MOD RES
(8)..(®)
L-Asn 8¢ L-Gln

MOD RES
(15). . (15)
LﬁAl&EﬁGly

MOD_RES
@1, . 1)
Al T BT S s

misc feature
(21).. @25)
B2 IS,

MOD_RES
(25). . (25)
A AR R =R

misc feature
(25).. (29)
TR HL 2 8] A5

MOD RES
7). 2D
L-Nle 8% L-Leuy

MOD_RES
(29).. (29)
B H P AR R A R R

-3 NH2
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400> 57
Tyr AlaAsp Ala [le Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 5 10 15

Leti Ser Ala Arg Xaa Leu Ten Gln Xaa Tle Lei Ser Xaa
20 25

<2105 58
211> 29
<212> PRT
213> AT

<2205
223> K LIFHIueE. & mklik

Q20>
<223 N-¥#H

[0088] <2205

921> MOD_RES
2).. (2
283> L-Alad D-Ala

220>

€221 MOD_RES

€222> (4)..(4)

223> W R R AR

220>

221> misc feature
222> (4)..(®)

223> A (A p Ak

<220

€221 MOD_RES

<2225 (8)..(8)

223> AIRT ZBRIE R EAR

<2203
221> misc feature

159



CN 108929375 A F 5 *k
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[0089]

€222 (8)..(15)
<223 MR THIpIACER

920>

221> MOD_RES

2925 (15).. (15)

223> AT ZB TR E A

220>

{2217 MOD_RES

€222% (27)..(2D)
<223> L-Nle @ L-Len

29935 C-¥j NH2

400> 58

Tyr-Ala Asp Xaa 1le Phe Thr Xaa Ser Tyt Arg Lys Val Leu Xaa Gln

1 8 10

Len Ser Ala Arg Lys Teun Leu Gln. Asp Tle Leu Ser Arg

20 25

210> 59

211> 29

212> PRT
213> NTFRH)

€205
223> NTIFFIRIBE: &Rk

2200
<223> N-ug H

€220>

<221> MOD_RES

228> (2)..(2)
223> L-Ala B D-Ala

K220
<921> MQOD RES
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[0090]

222>
223>

220>
221>
222>
223>

£2206>
€221
222>
<223>

<2200
221>
222>
<223>

220>
221>
222>
223>

<2205
221>
222>
223>

<2205
w21y
<229
<828

<220
<223>

<400>

Tyr Ala Asp Xaa I[le Phe Thr Xaa Ser Tyr Xaa Lys Val Leu Xaa Gln

1

Leu Ser Ala Arg Lys Leu Leu Gln Asp Ile Leu Ser Arg

(4).. (4)
AP B A AR

mise feature
(4)..(11)
BRAL 2 1A RS TR

MOD_RES
(8)..1(8)
L-Asn 8% L-Gln

MOD_RES
(1., (1D
AT AR S R A

misc feature
(11D).. (15)
BB [H] Y AT B

MOD RES
(15).. (15)
AT AR AT e R AR

MOD_RES
n.. D
[-Nle 8% L-Leu

-3 NH2
59

9 10

20 20
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[0091]

210>
2113
212>
213>

220>
223>

<2205
<223

220>
221>
229>
223>

220>
221>
222>
223>

220>
221>
222>
(293>

<2207
<221
£222>
<223%

<2207
A
222>
223>

€290
<221
$929%
223

<2205

60

29

PRT
AL

NLFHIR e aukdik

ENASY

N-3g H

MOD_RES
L-Ala 8 D-Ala

MOD_RES
(8)..(8)
T AR AT R AR

mise feature
(8).. (12)
U2z owal I lioRlifs

MOD_ RES
(12)..12)
A T AR B A

misc feature
(12).. (19)
Tk RIS R

MOD RES
(15).. (15)
[-Ala 8k Gly
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221> MOD RES
<2225 (19)..(19)
223> WJHTEZRRIMERRER

(2200

<221> MOD_RES

€222> (27).. Q0
<228> 1-Nle 8k L-Leu

220>
223> C-¥m NH2

400> 60
Tyr Ala Asp Ala Tle Phe Thr Xda Ser Tyr Arg Xaa Val Leu Xaa Gln
1 5 10 15

Let ‘Ser Xaa Arg Lys Len Let Gln Asp Ile Leii Ser Arg
20 2n

210> 61
211> 29
<212> PRT
213y N5

[0092]

£220>
223> NTFHIwE: & sk

<220>
€223> N-#m H

€220>

<221% MOD RES

€222> (2)..42)

223> L-Ala 8. D-Ala

220>

<221> MOD_RES

2225 (8)..(8)

<223> W H T ACB T S R R

220>
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[0093]

221> mise Teatiure
<222> (8)..(15)
€223 FRILZ R AT

220>
<221> MOD_RES

¢299> (15).. (15)
223> AIHT AR R T AR

<2205

2217 misc feature
222> (15).. £19)
223> WA RIS

<2205

<221> MOD_RES

222> (19),. (19)

223> sl TR A AR

<2205

42217 MOD_RES

@Le> (27). . (27)
€223> L-Nle B L-Leu

220>
223> C-Hi NH2

€400> 61

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 5 10

Leu Ser Xaa Arg Lys Leu Leu Gln Asp Ile Leu Ser Arg

20 25

210> 62

211> 29

212> PRI
218> ATEF

<2207
223> KTFHIRIBER: & Rk
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[0094]

220>

223> N

{2207
<2915
<2925
223>

{220
221>
222>
L9935

<2205
221>
2225
{223

<2205
221>
<2295
223>

<220
$221>
222>
<2923>

<220
221>
£222>
<223»

<2207
221>
222>
223>

£220%
221>
£222>
€223

MOD_RES
2)..(2)
[~Ala ﬁ D-Ala

MOD_RES
(8)..1(8)
L-Asn 8%, L=Gln

MOD_RES
9.. @
A I FA B AR

m] Sc,feature
9).. (16)
Sl

MOD._RES
(15).. (15)
L-Ala 8% Gly

MOD_RES
(16).. (16)
A T AT B R

misc feature
(16).. (20)
Wk FE 2 I O 28 Bk

MOD RES
(20).. 0)
B TR BRI e E R
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220>

<221> MOD_RES

222> (27).. (27)
<223> L-Nle 8% L-Leu

290>
993> - NH2

400> 62
Tyr Ala Asp Ala Ile Phe Thr Xaa. Xaa Tyvr Arg Lys Val Leu Xaa Xaa
1 5 10 15

Leu Ser Ala Xaa Lys Leu Leu Gln Asp 1le Leu Ser Arg
20 25

<2107 63
<2113 29
<212> PRT
213> NTIFH
[0095]
$290>
£223> NTLRolpuiils & itk

290>
£293> N=ui H

€220>

<221> MOD RES

<2225 (2)..(2)
€2923> L-Ala 8% D-Ala

<220
<221> MOD_RES
<222> (8)..(8)
<2935 I~Asn 8% 1-G1n

<2207

<9215 MOD RES

<222% (9).. (9

<223 BIHT 2B R E
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96/263 Tl

[0096]

2200

<221% misc_feature
222> (9).. (13)
<223y Btk K

2207

<2215 MOD RES

<229y (13).. (13)

223> AR PRI R AR

L2920

221> misc feature
€229y (18).. (20)
223> BREZ [Al Ak

£220>

<2215 MOD RES

€222> (15).. (15)

223> T~Na sk Gly

€220

¢221> MOD_RES

<2295 (20).. (20}

228> HTHT BAMT R B AR

220>

€221> MOD_RES

222> (27)..27)
€223 1-Nle 8k L-Leu

4290y
€293y C-¥g NH2

400> 63

Tyr Ala Asp Ala Tle Phe Thr Xaa Xaa Tyr Arg Lys Xaa Leu Xaa Gln
15

1 5 10

Leu Ser Ala Xaa Lys Leu Let Gln Asp Ile Leu Ser Arg

20 25

€210> 64
211> 29
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[0097]

912>
<2185

£220>
223>

220>
228>

£2205
{291>
$222
293>

<220
221»
{222
€223>

220%
221>
222>
<223

220>
221>
222>
223>

<220>
<2213
222>
223>

220>
221>
222>
223>

220>
£221>
222>
{223>

PRT
AT

ANTFHIIR I, &Rk

N H

MOD_RES
(2)..42)
L-Ala 8% D-Ala

MOD_RES
(8).,.(8)
L-Asn 8 L~Gln

MOD_RES
(12).. (12)
IUIH%FEEE%E@%£%§§§§%E§

misc, feature
(12)..(19)
kAL [A] A2 HE

MOD_RES
(15).. (15)
L-AlaBE Gly

MOD_RES
(19).. (19)
A] F T AC R AT 2 B R

misc feature
(19)..(23)
SR A2 Al AT
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[0098]

220>
221> MOD_RES
2225 (23).. (23)

€220>

€221> MOD_RES

Q99> (27). . 27
223> L-Nle 8% L-Leu

€220%
<293> (v NH2

<400> 64

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Xaa Val Lett Xaa Gln

1 9 10

Leu Ser Xaa Arg Lys Leu ¥aa Gln Asp Tle Leu Ser Arg

20 25

<2107 65
211> 29
£212> PRT
213> NI 3

42205
223> NTHFAIRIRE: &Rk

£220>
<223> N-¥i H

£220>
<221> MOD_RES
<222 (2)..(2)
<223% [~Ala 8] D-Ala

<2202

221> MOD RES

<222» (8)..(8)
223> L-Asn B L-Gln
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220>

<221> MOD_RES

€222> (12).. (12)

<223 W] TR ERHIE R S AR

<2205
<2217 mise feature
222> (12)..(16)
223> Bz [Al AR

220>

<221> MOD_RES
<222y (15).. (15)
<223y L-Ala 8 Gly

€220%

221> MOD_RES

£222> (16).. (1B)

223> WHTRZRKNES A 5ER

[0099] 220>
221> misc feature
222> (16)..(23)
203> TREEZ ISR

42205

221> MOD_RES

222> (23).. (23)

223> T F TR R A R

220>

€221> MOD_RES
4202 (27).. (27)
4223> 1-Nle 8¢ L-Leu

L2207
<223> C~¥ij NH2

<400> 65

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Xaa
1 b 10 15
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F 5 &
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[0100]

Leu Ser Ala Arg Lys Leu Xaa Gln Asp lle Leu Ser Arg

210>

211>
212>
@213

£220>
{9933

<2207

L2035 N=

<220>
L2a1s
222>
<223

{2202
221>
202>
<228

220>
221>
€292
223>

L2200
221>
€2925
<2235

2207
221>
222>
223>

<2207
221>
£222>

20 25
66
29
PRT
ANTRFF]

ATRFIEH: &Mk

MOD_RES
(2)..02)
[=Ala Bt D=Ala

MOD_RES
(8)..(8)
L-AstBY [-Gln

MOD_RES
(15).. (15)
L=Ala BY 6ly

MOD RES
(16). . (16)
WP A RT3 R

nise feature
(18), . (23)
B da 2 I IR S0 Bk

MOD_RES
(23)..423)
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223> W H PRI E SRR R

220>

221> misc feature
2225 (23).. Q27
<2235 BRI AT

€2205

<221> MOD RES
222y (27).. (21)
223> TTHTZRMER T ER

v

<2205
223> C-Ji NH2

400> 66
Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Xaa
1 5 10 15

Letr Ser Ala Arg Lys Leu Xaa Gln Asp Ile Xaa Ser Arg

20 95
[0101] ’ ?

210> 67

Q211> 29

212> PRT
213> AT

290>
<223> A THIRGUERT: & ik

220>
<223> N-¥m H

220>
¢291> MOD_RES
222> (2)..(2)
<223 L-Ala 3 D-Ala

{2207

<221> MOD_RES
<2225 (8)..48)
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€223> L-Asn 8( [-61n

<2205

<221> MOD_RES
222> (15)..(15)
<223y L-Ala 3% Gly

220>

<221> MOD_RES

222> (16).. (16)

<228> WIAITRBOHER AR

L2200

<221% misc feature
<222y (16).. (20)
223> FRELY R R

21> MOD_RES
222> (20).. (20)
<223 W TR RRE B A
[0102] B PR E AR
L9005
mise feature
(20).. @D

L2200

<221> MOD_RES

<222y (27).. (2D

<223> AL HIT AR R R AW

€220
£223% C-ui NH2

<400> 67

Tyr Ala Asp Ala 1le Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Xaa
1 5 10 15

20 25

173



CN 108929375 A

F 5 &

103/263 7L

[0103]

210
211>
212>
€213>

220>
€993>

£2205
£993>

220>
221>
222>
223>

£220%
281>
€222
<2235

(220>
221>

599
223>

220>
£291>
E209%
223>

£220>
<221
2227
223>

220>
221>
209>
223>

{2205
{821

68

29

PRT

ANIFH
ANLFFIRHE: &klk

N-#fi5 H

MOD_RES
@).. (@)
L-Ala B D-Ala

MOD_RES
(8)..4€8)
L-Asn 8% L=G1ln

MOD_RES
(18). . (15)
L-Ala 8 Gly

MOD_RES
(18).. (18)
TR T B A

misc feature
(18)..(22)
BRI 2 T 285

MOD_RES
(22).. (29)
A P AR IO B R

misc feature
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104/263 7L

[0104]

222> (22),.(29)
223> BRI [AIRIACHK

220>

221> MOD_RES

292 (27).. (27
£223> L-Nle 8¢ L-Leu

220>

£221> MOD_RES

€922 (29)..(29)

223> A HTRZBRTR 2R

<2205
€223 C-¥jfy NH2

400> 68

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyt Arg Lys Val Leii Xaa Gln

1 5 10

Leu Xaa Ala Arg Lys Xaa Leu Gln Asp Ile Leu Ser Xaa

20 25

<210> 69
211> 29
<2123 PRT
213> ATHEH

L2203
223> NTIFFIRIUEAE: & ik

2200
<223> N-u H

(220>

<221> MOD_RES

222> (2)..(2)
<223» L-Ala 8l D-Ala

220>
<221> MOD_RES
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CN 108929375 A F 5 *k

105/263 7L

[0105]

€222> (8).. (8}
<2235 [~Asn 8 1-Gln

<2205
¢221% MOD_RES
2225 (15).. (15)
928> T-Ala B Gly

L2200

<221> MOD_RES

222> (18)..(18)

Q223> Al HTABEMA SRR

4220

221> misc feature
222> (18).. (25)
223> FRAEZ AR AE

220>

<2215 MOD RES

<2925 (25).. (25)

<223> W H TR E AR

<220
221> misc¢ featiire

$222> (25).. (29)
$228> BREZ AR e

€220%
221> MOD_RES

€299y (27)..(27)
€293> 1-Nle 8 L-Leu

220>

<221> MOD_RES

222> (29).. (29)

223> WHITRHIMER R R

220>
<223> C-um NH2

<400> 69

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 5 10 15
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52

.l

2.3

106/263 T

[0106]

Leit Xaa Ala Arg Lvs Leu Leu Gln ¥aa Tle Leu Ser Xaa

<2105
42113
421>
213>

220>
€223>

{220>

4223 N

220>
221>
<222>
€223

(220>
221>
222>
223>

€220>
<2215
<222
{223>

<220>
221>
222>
<223

£220>
§2212
222>
223>

220>

26

70

29

PRT
ANTLFH

ARSI 2Rk

MOD_RES
(2)..42)
L-Ala B} D-Ala

MOD RES
..
o] TR BRI S AR

mise feature
(4).. (1D
Tk A 2L TR

MOD_RES
8)..(8)
L-Asn 8] L-G1n

MOD. RES
(.. (1
] T AS DA 7 S R

25
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€221 mise Teature
<229y (11).. 18
223> BRILZJA]HIAE e

€220
€221> MOD_RES
<2995 (15).. (15)
<2235 L-Ala Bl Gly

2505

221> MOD RES

299 (18). . (18)

<223 Bl M TR B R B R

220>

€221> MOD RES

222> (21).. 27
<228> L-Nle B L-Leu

220>
223> C-s NH2

[0107] B
<400> 70
Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Xas Lys Val Leu Xaa Gln
1 5 10 15

Leu Xaa Ala Arg Lys Leu Leu Gln Asp Tle Leuw Ser Arg
20 25

210> 71
211> 29

<219> PRT
218> AL

29205

<928> AT BN & ik
2005

292935 N-3

220>
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.l

2.3

108/263 L

[0108]

<22,2> (._2:,.)' - (. :)
228> L-Ala i D-Ala

2205
€221 MOD RES
<2225 (8).. (8)

223y Al TFASBE R R

220>

42217 misc feature
222> (8).. (15)
€223> B2 IR HIRCHR

9205

42215 MOD_RES

2225 (15).. (15)
223> W HTAZRMER

220>

€291 mise feature
€222> (15)..(22)
€223> FREE Al R

42903
¢221> MOD_RES
22925 (22)..(22)

<223> ] FAC BERME B E

220>

<221> MOD_RES

€222> (27)..27)
<223> L-Nle Bl L-Leu

<2205
€223y C-¥f NH2

400> 71

Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln

1 5

Leu Ser Ala Arg Lys Xaa Leu Gln Asp Ile Leu Ser Arg

20

10

179
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F 5 &

109/263 7L

[0109]

210>
211>
912>
<213>

<2202
{223>

220>

€223> N

<220
€221>
€2995
223>

<2202
221>
$222>
228>

<2205
£221>
£222>
£223>

220>
221>
299>
293>

<222»
223>

<2202
<2215
£222>
£223>

72

29

PRT
ANTFH

NTHFIB: &k

MOD_RES
2).. 2
I—Ala 8% D-Ala

MOD_RES
(8)..48)
L-Asn il L-Gln

MOD_RES
9).. )
TR B R R R

imise feature
9).. (16)
TR A] ) S BR

MOD_RES
(15).. (15)
[-Ala 8§ Gly

MOD RES
(16).. (16)
] T2 BT 3 R AR
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110/263 7L

[0110]

42205

<221» misc featiire
<2225 (16).. (23)
223> BREZ M AIACER

€220>

<221> MOD_RES

222> (23).. (23)

<228 ATRIT SRR B R

<2203

<221> MOD RES

222> (27).. (27)
<223 T~Nle 8f L-Leu

<D0
<223> C-¥ NH2

400y 72

Tyr Ala Asp Ala Ile Phe Thr Xaa Xaa Tyr Arg Lys Val Leu Xaa Xaa

1 5 10

Leu Ser Ala Arg Lys Leu Xaa Gln Asp Tle Letu Ser Arg

20 28

210> 73

211> 29

4212> PRT
213> NTFF

L2205
223> NLFFHHM: &k

€220>
223> N-¥g H

<2200

<221> MOD RES

<2223 (2)..(2)
<2235 L-Ala 8 D-Ala
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.l

3

111/263 7L

[0111]

$2200
221>
<9225
{223>

220>
221>
<222>
{223>

{2200
<221
R€22>
223>

220>
221>
K222>
223>

L2200
221>
£222>
223>

<220
<a21>
<222
<223>

220>
221>
<222
223>

{2200
221>
222>
<2235

220>
223>

<400>

MOD_RES
(8)..(8)
L-Asn 8% 1-61n

MOD_RES
(12).. (12
Al TR B T B AR

misc: feature
(12).. (19)
PR [ 28k

MOD_RES
(18). . (15)
L-Ala 8% 6ly

MOD_RES
(19).. (19
A TR R AR

misc feature
(19).. (26)
e Al a

MOD_RES
(26). . (26)
A T A BRI A

MOD_RES
27).. 27
[=NTle 8% I-Tsu

C-¥m NH2

73
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112/263 7L

[0112]

Tyr Ala Asp Ala lle Phée Thr Xaa Ser Tyr Arg Xaa Yal Leu Xaa Gln
1 5 10 15

Leu Ser Xaa Arg Lys Leu Len Gln Asp Xaa Leu Ser Arg
20 25

<2105 T4
211> 29
212> PRT
218> N A7

290>
293> NTREFIRN: 48k

£220>
223> N-¥ H

220>

<221> MOD_RES

2295 (D)..{(2)
223> L-Ala Bf D-Ala

220>

<2215 MOD_RES

€222> (8)..48)
€223> L~Asn 88 L-CGln

220>

<221» MOD_RES

£222> (15).. (15)

223> THTRBRIMEE AR

220>

221> misc feature
222> (15)..(22)
223> BRI B HIACH

220>

221> MOD_RES

922> (22)..(22)
223> [ AT A R
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CN 108929375 A F 5 *k

113/263 7L

[0113]

€220
€221> mise_feature

£229> (22).. (29)
223> BRI R AZER

£220>

<221> MOD _RES

222> (27)..(27)
223> [-Nle & L-Leu

<2205

<221> MOD RES

<9225 (29).. (29)

223> WHT B IER AR

<220>
<223» C-¥i NH2

400> 74

Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln

1 5 10

Leu Ser Ala Arg Lys Xaa 'Leu Gln Asp lle Leu Ser Xaa

§
5

20 :

{3l

£210> 15

<211> 44

212> PRT
213> ANL3)

223> NLFARULHE: SREIk

<220%
<2235 N-w H

<2205

<9215 MoD RES

<222% {2).. &)
<223 L-Ala BY D-Ala
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CN 108929375 A

F 5 &

114/263 7L

[0114]

220>
221>
222>
223>

220>
221>
(222>
£223>

<2202
221>
€222
<223>

{220
221>
222>
K823

220>
221>
222>
<223

<2200
221>
<922
<2035

{2205
<2217
£222>
<223

220>
€221
222>
223>

<2205
{2235

MOD_RES
(4).. )
o F TR BT R R R

mise feature

(4)..®

TR IR AE IR

MOD_RES
(8).. (8
AT B ER R

MOD_RES
(15)..(15)
L-Ala 8 Gly

21)..421)
AR T A e

misc feature
21).. (25)
Bl 2 TR ) 52 B

MOD_RES
(26). . (26)
A T SR HO A 5 R

MOD_RES
7., 2D
[~Nle 8¢ I-Leu

C-¥iiy NH2
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€400> 75
Tyr Ala Asp Xma 1le-Phe Thr Xaa Ser Tyr Atg Lys Val Let Xaa Gln
1 5 10 15

Lew Ser Ala Arg Xaa Leu Leu Gln Xaa Ile Leu Ser Arg Gln Gln Gly
20 25 30

Glu Ser Asn Gln Glu Arg Gly Ala Arg Ala Arg Leu
35 40

2105 76
2011y 44

<212> PRT
213> N3

5
223> NTRAIHN: &Rsk

[0115]

9
<2237 N-uq H

<221> MOD RES
222 (2)..(2)
€223y L=Ala BY D-Ala

<220

<221> MOD_RES

2222y (4).. (4)

223> WL T AR R R

<2202

2217 misec feature
€222> {4).. (8)

<223 WL IR

2205

<2215 MOD RES

222> (8)..48)

<223> Bl TR SR AR
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CN 108929375 A F 5 *k

116/263 7L

[0116]

220>

221> MOD_RES
222> (15)..(15)
228> 1-Ala B} Gly

220>
<221> MOD_RES

{222> (25)..(28)

223> WTHTFRBIE R R AR

£220>

221> mise feature
<222> (25).. (29)
<223> FRIEEZ I HI 3B

<221> MOD_RES
222> (27)..27)
€223> L-Nle 8% L~Leu

220>

921> MOD_RES

222> (29).. (29)

223> W TR BT A

220>
€223 C-ifj NH2

400> 76
Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 h 10 15

Leit Ser Ala Atrg Lys Leu Leu Gln Xaa Ile Len Ser Xaa ‘Gln Gln Gly

20 25 30

Glu Ser Asn Gln Glu Arg Gly Ala Ang Ala Arg Leu

35 40

210> 77
L2115 44
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117/263 7L

[0117]

2125 PRI
213> AL

250>
223> NLEAIRRRE: &lEik

<220

£2205

<221> MOD_RES

222> (2)..42)
€223y L-Ala 8% D-Ala

220>

<221» MOD_RES

222 ). @)

223> WIS BRHAE R

2200

221> misc feature
222> (4)..(8)

228> Bk [ 2K

L2205

<221> MOD_RES

222> (8)..(8)

223> T TR E R AR

<220%

<921y MOD_RES

£292% (15),. (15)

223> WHTRBRMMEE AR

220>

221> misc Teature
222> (15).. (22)
223> BRAEZ IR ACHE

200>

<221> MOD RES

<222y (22)..(22)

223> WAl B R a AR

188



CN 108929375 A

F 5 &

118/263 L

[0118]

220>

<221> MOD_RES

222> 27).. 227D
<223> L-Nle 8% L-Leu

220>
4293 (-9 NH2

400> 77

Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln

1 5 18

15

Lew Ser Ala Arg Lys Xaa Leu Gln Asp Tle Leu Ser Arg Gln 6ln 6Gly

20 20

Glu Ser Asn 6ln 6lu Arg Gly Ala Arg Ala Arg Leu

35 40

210> 78
211> 44
<212> PRT
218> AT

<220>
223> NLIFFIRBET: &k

4220
¢9935 N-¥H H

<220

<221» MOD_RES

222> (2)..1(2)
223> L-Ala BE D-Ala

<220

{221 MOD_RES

222> (4)..4)

€223> B TRBIE S AR
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[0119]

{220%

291> wise feature
<2225 (4)..(8)

223> FRIEZ A ACHE

<2207
<221> MOD RES
<2225 (8)..(8)
223> ATHTZBOH S S AR

<220

<221> MOD_RES
<222y (15)..(15)
<823y L-Ala 8y Gly

220>
<221> MOD RES

<202y (18).. (18)

<2235 TR R B AR

2207

<221% misc feature
<222y (18).. (25)
223> WA AR

49903
<2215 MOD RES
<222 (25).. (25)

€223y WA~ DABIATR 1 B i+4 ZREROE BN alpha-Me SR H-THEBERE
B
220>

<221 MOD RES
099y (27).. 0D
€223> 1~Nle 8% L-Leu

<2205
<293y C-%# NH2

400> 78
Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 5 10 1h
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CN 108929375 A F 5 *k

120/263 7L

[0120]

Let Xaa Ala Arg Lys Leu Leu Glo Ala [le Leu Ser Afg Gln Gla-Gly
20 25 30

Gluw Ser Agn Gln Glu Arg Gly Ala Arg Ala Arg Leu
35 40

Q105 79

2115 44

€212 PRT
213> NI

220>
223> NLFFSITEH: & B2k

€223> N-vjg H

<220

<221> MOD_RES

<222 (2)..(2)
223> L-Ala By D-Ala

£2205

<221> MOD RES

222y )., (4)

223> WHTORIERRER

L2205

221> wmisc feature
€222% (4).. (8)

€223> BeHz 2L

220>

2213 MOD_RES

222> (8)..(8)

228> ] FT AT (0 A R

<2205

<2915 MOD_RES
€222> (15)..(15)
€223> L-Ala B Gly
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CN 108929375 A F 5 *k

121/263 7L

[0121]

£220>

<221> MOD_RES

$222> (21)..{21)

223> B FRBNER R &R

€292> (21)..(28)
<223> BRALZ Al A B

L2200

<2215 MOD RES

€292y (27)..(27)
€223 L-Nle 8§ L-Leu

<290

<221> MOD_RES

<2225 (28)..(28)

223> T 2B RS R IR

£220>
4999y (-3 NH2

<A400> 79

Tyt Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Let Xaa Gln

1 5 10

Leu Ser Ala Arg Xaa Leu Leu Gln Asp Ile Leu Xaa Arg Gln Gln Gly

20 25

Glu Ser Asn Gln Glu Arg Gly Ala Arg Ala Arg Leu

35 40

<210> 80
<211y A4

<212y PRT
213y N L%

<2205

223> NTRHIMTEH: & lREik
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CN 108929375 A

F 5 &

122/263 7L

[0122]

220>
223>

<220>
<221»
222>
<223>

£220>
221>
222>
223>

<2202
<221>
£222>
223>

220>
291>

222> {

<223>

£220>
{221
222>
223>

<2205
221>
292>
£228>

<2202
221>
222>
223>

£220>
£221>
£22%>
223>

N-#5 H

MOD_RES
(2)..42)
L-Ala 3 D-Ala

MOD_RES
(@.. @
AT RBENIREER

mis¢ featire
.. ®
BRI 2 Rk

MOD_RES
(15).. (15)
L-Ala @ Gly

MOD_RES
(22).. (22)
AR S R

misc feature
(22).. (29)
Bk ik o (] ) AE TR

MOD RES
2D.. QD
[-Nle 3 I-Leu
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220>

<221> MOD_RES

222> 129).. (29)

<223y Al H TR BT S 2 R

220>
4293 (-9 NH2

<400> 80
Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 5 10 15

Lew Ser Ala Arg Lys Xaa Leu Gln Asp Tle Leu Ser Xad Gln 6ln 6Gly
20 25 30

Glu Ser Asn 6ln 6lu Arg Gly Ala Arg Ala Arg Leu
35 40

0123 _—
: ] <210> 81

211> 44
<212> PRT
218> AT

<220>
223> NLIFFIRBET: &k

4220
¢9935 N-¥H H

<220

<221» MOD_RES

222> (2)..1(2)
223> L-Ala BE D-Ala

220>

¢221> MOD_RES

£222> (8)..(8)

€223> B TRBIE S AR
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F 5 &

124/263 7L

[0124]

€220>
Q21>
<2205
€293>

2200

misc feattire

®)..{12)

PR (AR 2K

221> MOD_RES

222>
223>

42905
o1y
<222
€223

220>
2217
209>
€a28>

220>
€221
{2895
<2235

222>
£223>
220>
281>
<2227
<2235

220>
2935

<400>

1

Leu Ser Ala Arg Xaa Leu Leu Gln Xaa Ile Leu Ser Arg Gln Gln Gly

(12).,(12)
AP R R

MOD RES
€15).. (15)

I-Ala 8 Gly

MOD_RES
@1y, D
T H T R R R AR

misc_feature
(21).. (25)
B2 (8] 1y e Tk

> MOD RES

(25).. (28)
AT SRR E R SRR

MOD_RES
@20..@Qn
L-Nle 8% L-Leu
C- NH2

81

5 10
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125/263 7L

[0125]

20 30

D
(@7

Glu Ser Asn Gln Glu Arg 6ly Ala Are Ala Arg Leu

<2105 82
211> 44
<212> PRT
213> NLF#

<2207
<228> NTFFHIEE: Sk

<220
<223 N-I H

220>

221> MOD_RES
222> (2)..(2)
293> [~Ala 8% D-Ala

2005

2215 MOD RES

€222> (8)..(8)

223> TS 2 HR

€220

221> mis¢ feature
222> (8),. (12)
223> FRELX I3k

<220>

€221 MOD_RES
229> (12)., (12)
223> W HTRBNE SR

220>

<2215 MOD_RES
222> (15).. (15)
<223 1-Ala 8E Gly
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126/263 7L

[0126]

220>

<221> MOD_RES

222> (25)..1(25)

223> AIHI TR BRHE R & ER

220>

221> misc feature
<2225 (25)..129)
223> BRI Al B

{2207
<221> MOD_RES

222> (27).. @27
€228> L-Nle of L-Ley

220>

<221> MOD_RES

2025 (29).. (29)

@283 WP SRR A

220>
293> C-¥E NH2

<400> 82

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Xaa Val Leu Xaa Gln

1 a 10

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa Gln Gln Gly

20 25

Glu Ser Asn Gln Glu Arg Gly Ala Arg Ala Arg Leu

35 40

210> 83

<211 44

<212> PRT
213> AT P4

<2205
<223 NLFHIHEME: &mEik
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F 5 &

127/263 7L

[0127]

220>

223> N

{2207
<2915
<2925
223>

{220
221>
222>
L9935

<2205
221>
2225
{223

<2205
221>
<2295
223>

$220%
921>
222>
223>

<220
221>
£222>
<223»

<2207
221>
222>
223>

£220%
221>
£222>
€223

MOD_RES
2)..(2)
[~Ala ﬁ D-Ala

MOD_RES
(8)..1(8)
L-Asn 8%, L=Gln

MOD_RES
(11).. 4D
A I FA B AR

mi SC ,feature
(1), (18)
e S

MOD._RES
(15).. (15)
Al TR B E R R AR

MOD RES
@en.. @
A T AT B R

misc feature
(21).. (25)
BBk [B] B BE TR

MOD RES
(25).. (25)
B TR BRI e E R
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220>

<221> MOD_RES

€222> (27)..L27)
<223> L-Nle 8{ L-Leu

220>
<293 C-¥f NH2

<400> 83
Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr ¥aa Lys Val Leti Xaa Gln
I 5 10 15

Leu Ser Ala Arg Xaa Leu Leu Gln Xaa Ile Leu Ser Arg Gln 6ln Gly
20 25 30

Glu Ser Asn Gln Glu Avg Gly Ala Arg Ala Arg Leu
35 40

<210> 84
C211> 44
212> PRT
Q213> NTHH

[0128]

42205
228> NTLRFIH M & ek

£220>
€293> N-¥ H

<2205

<221> MOD_RES

€222y (2)..(2)
€223> L-Ala 5{ D-Ala
220>

€221> MOD_RES

Q295 (8)..(8)
€223y L-Asn B L-Gln

<220
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129/263 7L

[0129]

221> MOD_RES
222> (11).. (1)
223> AR RIS AR

2205

221> misc feature
222> (11).. (15)
228> FRFE aIHY Rk

220>

¢921> MOD RES

<222> (15).. (15)

223> W H TR TR R AR

{2205

(221> MOD_RES

222> (25).. (25)

223> o TR AR

220>

<221> mise feature
€222> (25)..(29)
€223> FREE Al YRS IE

£220>

£221> MOD_RES

202> 27).. 2D
(223> L-Nle 8¢ L=Leu

<2200

221> MOD_RES

9225 (29). . (29)

223>l il FAZ BT IR

220>
€223> C-liy NH2

<400> 84

Tyr Ala Asp- Ala Tle Phe Tht Xaa Ser Tyr Kaa Lys Val Lei Xda Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa 6ln Gln Gly
20 25 30
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F 5 &

130/263 7L

[0130]

Glu Ser Asn Gln Glu Arg Gly Ala Arg Ala Arg Leu

210> 8

211>
212>
{213>

{220
223>

290>
<223>

220>
(221>
222>
223>

<220
<221>
<2095
€223

2202
221>
<222>
<223

{2203
221>
<222>
223>

220>
221>
222>
£228>

{220

35 40

<o
oy

=

PRT
NLF3

AT &2k

N=¥; H

MOD_RES
(2).. ()
L-Ala 8f D-Ala

MOD_RES
(8)..1(8)

I~Asn 8% [-GIn

MOD_RES
(12).. (12)
T BT R R R

misc feature
(12)..(18)
P dk 2 I8 1k

MOD_RES
(15).. (15)
L-Ala Y Gly
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F 5 &

131/263 7L

[0131]

€291y
<2025
223

€220
€291y
€099y
223>

<2207
021>
220>
223>

£2200
221>

£223>

<220>
221>
229>
€223

<220%
223>

400>

Tyr Ala Asp Ala 1le Phe Thr Xaa Ser Tyr Arvg Xaa Val Leu Xaa Xaa

1

Glu Ser Asn Gln Glu Arg Gly Ala Arg Ala Arg Leu

210>

<2117

{2127
213>

MOD_RES
(16).. (16)
CIpce Srd i i

MOD.__RES
(n).. 2y
B P A2 RO R R

misc feature
(21)..(25)
32 okl

MOD_RES
(25).. (25)
AT A BT R B R

MOD RES

@7).. €D
L-Nle 8 L~Leu
(5 NH2

85

5 10

Leu Ser Ala Arg Xaa Leu Leu Gln Xaa Ile Leu Ser Arg Gln Gln Gly

20 25

35 40

86

44

PRT
AT
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F 5 &

132/263 7L

[0132]

{2205
{2233

220>
£223>

<220»
2213
€222
4293

<2205
221>
222>
223>

<2205
221>
222>
£293>

L220>
221>
<220
2235

<2207
@21
K222
<223>

<220
<921y
<922
223>

<2205

AT FHIREN kiR

Nt H

MOD_RES
..
L-Ala 8% D-Ala

MOD_RES
L-Asn 8 L=G1n

MOD_RES
(12).. (12)

> AL T AR A R

mise Teature
(12).. (16)
Vel CIEREc

MOD. RES
(15).. {15)
I~Ala B Gly

MOD_RES
(16).. (16)
] BRI A e

MOD_RES
(25). . (25)
] S R AE B R MR
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2215 misc Teature
<2223 29)..(29)
223> BeSh IRl Bk

220>
<221> MOD_RES

2oy (27).. @D
223> L-Nle BX L-Leu

220>

<221> MOD_RES

222> (29).. (29)

223> W TR AT A AR
£220>

<223 C-¥ NH2

400> 86
Tyr Ala Asp Ala Ile Phe Thr: Xaa Ser Tyr Arg Xaa Val Leu Xaa Xaz
1 5 10 15

0133 y ;
[ ] Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa Gln Gln Gly

20 25 30

Gl Ser Asn Gln Glu Are Gly Ala Arg Ala Arg Leu
35 40

210> 87
<11y 44

{212 PRT
213> AL

220>
223> NLFFIMRM: &REik
<2005

<223> N-#m H

220>
¢221> MOD_RES
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134/263 7L

[0134]

£9925 ()., &)
<223> L-Ala Bk D-Ala

220>
¢221% MOD_RES

€222 (8)..(8)
<023 AT B EE AR

£220>

221> mise featiite
222> (8).. (15)
€223> HRFEEZ B HIAEE

2203
<2217 MOD RES

292> (15).. (15)

223> Al TACEMT B R R

220>

<221> MOD RES

€992y (21)..(21)

<223> W H TR E AR

<220
221> misc¢ featiire

$228> BREZ AR e

€220%
221> MOD_RES

€299y (25).. (25)

228> nf BT oS BERAE B A

220>

<221> MOD_RES

222> (87)..427)
£223> 1-Nle 8% L-Leu

220>
<223> C-um NH2

€400> 87

Tyr Ala Asp Ala Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
1 5 10 15
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52

.l

3

135/263 7L

[0135]

Lewt Ser Ala Arg ¥aa Leu Leu 6ln Xaa ILle Leu Ser Arg 6ln 6ln Gly

Glu Ser Asn Gln Glu Arg Gly Ala Arg Ala Arg Leu

210>
211>
<212>
213>

<220>
<223

220>
223>

<220
<221>
{222>
£223>

<2202
221>
222>
223>

220>
£221>
222>
<223>

<2205
2215
222>
223>

£2207
21>

20

35 40

88

44

PRT
NI

ANLFFIRR: & RE Rk

N~ H

MOD RES
(2)..(2)
[~Ala 8% D-Ala

MOD_RES
(8)..18)
QIR s S

misc feature
(8).. (15)
B2 2

MOD_ RES
(15). . (15)
A T B B R

MOD_RES

25

206
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<2227 (25)..(25)
223> TIHITIZECIE R A AR

220>

€221> mise feature
222> (25).. (29)
€923> BRAL [AII AS R

<9205

£221> MOD_RES

222> (27).. QD
€223> L-Nle 8 L-Leu

220>

<221> MOD_RES

222> (29). . (29)

223> WA B

<2203
223> C-3h NH2

[0136] <400> 88
Tyr Ala Asp Ala Tle Phe Thr Xaa Ser Tyr Arg Lys Val Leu Xaa Gln
L 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Xaa Ile Leu Ser Xaa Gln Gln Gly
20 25 30

Glu Ser Asn Gln Glu Arg Gly Ala Arg Ala Arg Leu
35 40

<210> 89

211> 29

¢212» PRT
Q13> ANTLFF

<2207

223> N LHIRGeaE s Ak

<220>
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223> N H

{2205

221> MOD RES
289> (2)..(2)
293> D-Ala

<220>
<221% MOD_RES
2225 (4).. (4)

2237 AR AR 1 A 14 RBAEEN alpha-Me S5-IRIEE-THERGRE
ey
220>

<221> misc feature
€222 (4).. (®)
028> B2 A RE

220>
<221> MOD_RES
222> (8)..(8)
223> MIAA — AR RHE 1 B 1+ RWIERI alpha-Ve S5-I HE-HARBLA
[0137]
220>
<221> MOD_RES
2225 (21).. (1)
228> @EAE - DRHIAIE 1 8 i+ ZIRAERN alpha-Me S5-I - AR R

220>
221> mise Feature
<222y (21)..(25)
€223 HRAEZ AR ZCEE

220>
251> MOD_RES

<222% {(25)..(25)

<228y FITE S UUERY AR 1 B 0SB alpha-Me S5 E-NEMMK B

<220

£221> MOD_RES
8295 (97).. 27)
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293> Nle

220>
€223> C-¥ NH2

400> 89
Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gla
i 5 10 15

Leu Ser Ala Arg Ala Leu Len Gln Ala Ile Leu Ser Arg
20 25

210> 90

211> 29

212> PRT
23y NLFF

220>
223> NTFFIRUE: 4akik
[0138]

2200
<223y N~

hes
E
oot

B
@
N

o W o o
X > O &
i
N

&3
%
7

7 MOD. RES
2)..
> D=Ala

25
B IS
B
N

L2207

€221 MOD_RES

€222 (4).. )

223> WITALE — DRk 1 & i+ TBRE RN alpha-Me S5 iGR- TR IGE 2

<2203

221> wise Tealure
222> (D)..(8®)

223> BRELZ 8] B AERE
£220>

{221> MOD_RES
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€292 (8B).. (8)
223> AL T AGRI AR 1 8 i+ SRR alpha-Me S5IRIGE-THERMGIER
HIR

220>
221> MOD_RES

222> (25).. (25)

228> WNA G DRI | F it TR alpha-Me S5-IRIEE-THEMERE
R

£220>

221> mise Teature
228> (25).. (29)
223> BhEE 2 IRIHSEHE

2200

221> MOD_RES
222> 27).. 2D
223> Nle

<2207
€221> MOD_RES

0139 o

[0135] €222> (29)..(29)
<228> AL A~ AVRII AR § % iv4 RBEEHEG alpha-Me S5-IRME-HRRSEE
S
42205

<223> G-y NH2

400> 90
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu 6ln Ala Ile Leu Ser Ala
20 25

2105 91
211> 29

2195 PRI
213> ANLFH

<220>

210
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€293> KNTITHI: &Rk

220>
€099 N-#E 1l

<2205

<221> MOD_RES

222> (4).. (@)

€223 JBIMES TR R U 2 [+ ZTBEEREN alpha-le SH-RR-HEREEE
Rl

220>
€221> misc feature
€222% (4)..(8)

223> HhH 2 MHIAEER

<2205
€221> MOD RES
222> (8)..(8)
2% BRAE—ARBHAT | T 4 CBHAEIEN alpha-Me S5—REE-NERKEE
[0140] M
220>
<2215 MOD RES
¢2925 (21).. (21
<228 MREE PRI | F 1+ ZBREIERER) alpha-ile S5-RIBE-FIERMEER
5w

<2205

221y misc feature
€229y 121)..(25)
223> FRIEZ AR

220>

221> MOD_KRES

€222> (25)..(25)

223y WIS AR AH 1 B i+ AL alpha-Me S5-RGE-FEBIBEE
ER

€220
<221% MOD RES
229> (27).. D
223> Nle

211
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42205
4223 C-%5 NH2

400> 91
Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Ala Leu Leu Gln Ala [le Leu Ser Arg
20 25

<2105 92
<211y 29
<2125 PRT
213> NTIFH

<2205
223> NLFHIRIUH: & ik

[0141]  <220>
993> N-¥EH

o205
4221> MOD RES
222> (4).. @)

223> RITEL G —ANGER R 1 F (4 SEBMRE N alpha-Me S5-I - N ARG R
g

220>

221> misc Teature
2225 (4). . (8)

223> HhFZ R RE I

<2205
<2215 MOD._RES

222> (8)..(8)

<228y WITAL DIRIIATER 1 B 1 +4 BRI alpha-Me SoIRIBE-TEMBEA
TR

220>
<221> MOD_RES
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<282> (25).. (25)
€223y WIMEA DA 1 B i+ TEMEEEN alpha-Me S E-NEMEEE
g

220>
<2217 misc feature
€2225 (25).. (29)
<223y FRILZ (AT EE

220>

<221> MOD_RES
222> (27).. (27
223> Nle

<2205

<221> MOD_RES

<9225 (29).. (29)

223> MITAE DA 1 B i+4 THARERN alpha-Ve SH-iGkk-NERKEER
B

220>
[0142] <223> C-¥f NH2

<400> 92
! 5 10 5

Leu Ser Ala Arg Lys Leu Leu Gln Ala Tle Leu Ser Ala
20 25

210> 93

211> 29

€212 PRT
213> NI

<2003
223> NTFFIHHH: &k

<9205
<2235 N-¥#i H

213
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[0143]

220>

221> MOD_RES
222> (2)..(2)
€223> D-Ala

<9205

€221> MOD_RES

222> 4).. )

223> WILA SR AR 1 B 1+ FEEOEEN alphaMe So-RIBR-HNEMBERS
R

220>

221> mise feature
222> (4)..(8)

223> Wiz B Ek

220>

<221% MOD RES

<222 (8)..(8)

223> WA - DRER A 1 B 144 CEEIER alpha-Me S5-IRiEE-THEMERE
R

220>
<221> MOD_RES
<2227 (25)++ (25)

023 LA AXURRATE | 5 1+4 TBBIEB alpho-Ne S5-IARE-TIRBMAE R
e
{2200

221> misc feature
€222> (25). . €29)
223> BRI AR L

€221> MOD_RES
222y (27).. (27)
<2235 Nle

220>

<221> MOD RES

<929y (29). . (29)

223> JBITEE — DRV A | B 1+ ACHBIEBEN alpha-Me S5-IME-THERMER
Hm
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£220>
<223% C-¥m NHZ

£400> 93
Tyr Alas Asp Ala Tle Phe Thr Ala Ser Tyr Arg Lys Val Leu Ala Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Ala Ile Leu Ser Ala
20 25

210> 94
211> 29
2125 PRT
18> ANTFE3

L2203
223> KNTFAE: &Rk

(01441 -

<221> WOD_RES
@205 (2).. (2)
223> D-Ala

€220

<221> MOD_RES

222y (4)..(4)

223> WA PWRNA | 8 i+4 KRR alpha-Me S5-IIBE-WERERE
Bk

220>

2215 misc frature
222> (4)..(®)

223> BRHEZIEH9ACER

<2920>

€291 MOD RES

€222 (8)..(8)

€223> MITA A — BRI 1 &2 i+ RERE R alpha-Me S5-RIGE-HARGRE
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[0145]

=

220>
£221>
£292>
<298>
AL

220>
<8215
222>
223>

€220>
<2213
222>
2235
230y

€220>
221>
292>
€293>

€220»
£223>

<400>

MOD_RES
(15).. (15)
WA DR AT 1 B 147 SRR alpha-Me R-FHE-HEMIGREER

misc feature
{15).. (22
2 el

MOD_RES
(22).. (22
MRS — AR A 1 & 1+ BMEIERT alpha-Me S5-IRIBE-HAMIGER

MOD_RES
.. 20
Nla

C=5 N2

94

Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Ala Gln

L

3] 10 16

Leu Ser Ala Arg Lys Ala Leu Gln Asp Ile Leu Ser Arg

210>
<2113
212>
213>

<2207
<2035

20 25

95
29

PRT
P

AT ARG & ik
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[0146]

220>

223> N-¥m B

2207
221>
K222>
€223>

€220
@a21>
<2225
4293>
B

821>
292>

220>
221>
€222>
223>
2

2205
€221
222>
<2285
s

<2205
<221y
<292
<0235

220>
221>
<2227
223>
s

220>

MOD _RES
2).. @)
D-Ala

MOD_RES
@).. @
WA ARG 1 B 14 CBEERER alphale S5-IRIGE-HEMIEEE

misc feature

(4)..(8)
TRALz A B

MOD RES
(8)..(8)

A DR A | B i R alpha-Me S5-RMEE-HEAREEE

MOD_RES
(18).. (18)
MR AR AT 1 B 14T BB alpha-ie RS-FIGE-H ARG LA

misc featlire
(18)..(25)
Tk [A]) AE B

MOD_RES
(25)..(25)
AL A DRI R 1 B i+ TR alpha-te SH-Ri - ERBE R
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<221> MOD RES
222> (27).. (20
£923> Nle

220>
€293> C-¥i NH2

<400> 95
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln
1 5 10 15

Leu Ala Ala Arg Lys Leu Leun Gln Ala Ile Leu Ser Arg
20 26

<2105 96
211> 29
<212> PRT
213> AR

[0147]  <220>
223> ANTFVIREE: &Rk

<220%
£223> N-uiH

£220>

¢221> MOD_RES
<222> (2)..(2)
<223> D-Ala

<2905

€2215 MOD_RES

222> (4)..4)

€223 MITEE ARV A0 1 B i+ B EEN alpha-Me SH-IRIGS-THEMBRE
FR

220>

<9217 mise feature
<2225 (4)..(8)

<2237 Wk [RIHZCEk
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F 5 *k 148/263

[0148]

€220>
221>
<222y
228>
R

<2200
£221>
£222>
42985
B

220>
<2217
£222>
<223

220>
<2215
222>
298>

<2207
221>
<222y
<223
HEIR

<2205
€223

<400>

MOD._RES
(8).. (8
WA AR 1 2 i1 TR alpha-Me S5-I E-HERBRE

MOD_RES
(20).. D
AL SRR A 1 A 1T AN alpha-Me RE-FEHE-HERBREA

misc feature
21).. (28)
52 vl lihia s

MOD_RES
7). 20
Nle

MOD_RES
(28).. (28)
RS =R 1 8 1+4 RN alpha-Me S6-HMA-HARERA

O3 NH2

96

Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Glin

1

5 16 15

Lo Ser Ala Arg Ala leuw Leu Gln Asp Tle Leu Ala Arg

<2102
2115
212>
218>

20 25

97
29

PRT
A%l
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220>
223> NTHIIBBEH: &k

<2205
293> N~ H

<220>

<2215 MOD_RES
229> (2).. )
223> D-Ala

220>

<221> MOD_RES

229> (4).. (@)

223> MRLEE —DRUEHI AR | B 4 SR BN alpha-Me S5-IRMEE-IEMIBIRE
AR

220>
221> misc feature
<2225 (4)..(8)
[0149]  <223> BRI MIHARE

220>
221> MOD_RES

222> (8)..(8)

€223y WISAE PRI 1 4 1+ CRERR alpha-Me S5-IIGE-WRRIGE
5

2200

£221> MOD_RES

222> (22)..(22)

223> WA BRI 1 B 147 CBREEHENY alpha-le RE-FHE-HEIRIR A
AR

220>

221> misc feature
<222y (22)..(29)
223> FREEZ [AIAIAEIE

<220%

<221 MOD RES
222> (27).. 2D
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[0150]

€223 Nle

220%

221> MOD RES

222> (29)..(29)

223> HENEE DI EHK L F i+ TR alpha-le S5-RIGE-FHARGEZ
HER

220>
(223> C=uf NH2

400> 97
Tyr Ala Asp Ala Tle Plie Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Lys Ala Leu Glo Asp Ile Len Ser Ala
20 25

210> Y8
211> 29
<212> PRT
213> A3

A2
223> NTFHIRIH: &Rk

220
223> N-%i I

<220

<2215 MOD_RES
222> (2)..@2)
223> D-Ala

<2205
221> MOD_RES

222> (4).. (4

€228y MRALE —AUHEIG AR 1 B 104 BB alpha-Mo SE-TRMG M- IR
R

<220%

221
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[0151]

<221> mise feature
<2225 (4)..(8)

223> FRAEZINIRIZCER

<2207
<221> MOD_RES

222> (8)..1(8)

223> MWITEE—ATERI AR § B 104 TR BN alpha-Ye S5-Il HMEREEE
HW

<2205
221> MOD_RES

<222y (22).. (22)

€223 WITEE—DUEAERE | B i+7 CEAEEEN alpha-Me R-EHRIE-HERBEE
R

€220

<2213 mise festure
282> (22).. (29)
223> BRELZ M) HACIE

<2207
<221> MOD_RES
€299y (27).. (2D
298> Nle

2205
<2215 MOD_RES

2225 (29).. (29)

€223 WILEE BN Al | B i+ TR alpha-Me S5-IEER-NERBRE
e

£290>
49935 C~vi NH2

<400> 98
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln

Leu Ser Ala Arg Lys Ala Lew Gln Asp [le Leu Ser Ala
20 25
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[0152]

210>
211>

@1

213>

220>

<220
$223>

<2202
221>
222>
223

42205
£221>

<222
<228%

R

{2200

221>
$222>

€223

£220>

<221y

<2225
<2237
B

<220>
221>
222>
223>
MR

<2200
221y
2995
<223%

2
223>

99

29

PRT
ANTFH

ALFHIH B Sk

N3

MOD_RES
2).. @
D-Ala

MOD._RES
(8)..(8)
WIEE DR 1 B i TR B alpha-Me S5-RE-TIERBRE

migc feature
(8)..(12)

MOD_RES
(12).. (12)
ALY AW A | E I+ RN alpha-e SS-IRIRR-REMBRE

MOD _RES
20.. @1
WA AU A 1 & iv4 SR S alpha-Me S5-I - R ERGRE R

misc. featutre
2. . (25)
SR [R] (A Bk

223
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[0153]

<920

£222> (25).. (25)

293> WS AU | B 144 W DHAESN alpha-Me S5-I E-HERGRE
g

2200

<221> MOD_RES
€222% (7). (27)
223> Nle

290>
<223> C-¥f NH2

<4002 99
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln
1 5. 10 15

Leu Ser Ala Arg Ala Leu Leu Gln Ala Tle Leu Ser Arg
20 2b

<210> 100
211> 29
212> PRT
213> NTFH

(220>
223> ALIFFIMUE: &k

<220
223> N-¥ H

<2005
<2215 MOD._RES
222> (2).. ()
<223y D-Ala

2207

<221% MOD_RES
222> (8)..(8)

224
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[0154]
<203y WAL A I EREI AT 1 E i+ TR RN alpha-Me S5-IME-TNERBRE
FH:

290>

221y mise feature
222> (8)..(12)

<223 HRHE (AT EE

£220>
<221> MOD RES
<222y (12)..(12)

223 BIAE—ANIEN AW 1 & i+ KB EN alpha-Me SH-RIEE-HEREGER
EPR
<2200

<9215 MOD_RES

£222> {256)..(25)

223> IS — ORI R0 1 &2 I+ THBEERN alpha-Me S5-IEE-TIERMEE A
B

220>

<221y misc feature
<222» (25)..(29)
223> FRIEZ JAIIACER

<2205
<221> MOD_RES
222> (27)..(27)
223> Nle

<220

<221> MOD_RES

€282> (29)..(29)

223> LA AU A 1 A 14 SCBMAREEEN alpha-Me S5-I E-TARIRIG A
ey

€220
<223 C~¥ NH2

<400> 100
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 15
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[0155]

Leu Ser Ala Arg Lys Leu Leu Gln Ala 1le Leu Ser Ala

210>
2L
212>
<213>

<2200

223>

220>

<223» N

220>
2215
42225
223>

2205
221>
42225
4293y

e

220>

221>

222>
€223>

220>
221>
222>
223>
ey

<220>
221>

<2225
228>

PR

20 25
101
29
PRT
NTFA
NTFRIIRI U & Bk

1ol
|

iy H

MOD_RES
2)..(®
D=Ala

MOD_RES

(8)..(8)

WA S AR R A i+ SCBAAEBAY alpha-Me S5-RIBH-NERGEE
misc feature

(8)..(12)

2%l 1] ke

MOD _RES

(12). . {12

WAL — XU R A 1 B 14 TR alpha-Me S5-I R-NERG A
MOD_RES

(18).. (18

B A DA AR 1 & 1+7 VAN alpha-Me R8-FEME-ARMIGREE
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€220

221> misc _featite
222> (18)..(25)
223> BRHk 2 [RIHYSCHA

€220>

<221> MOD_RES

<2295 (25)..125)

223> BAAS DRI 1 B i+ DREEEN alpha-lle S5-RIEE-HERBRE
B

<220>

<221 MOD_RES
<2225 (27)..27)
238> Nle

€220>
<223% C~¥im NH2

<4005 101
Tyr Ala Asp Ala lle Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln

5 10 1
[0156] °

Leu Ala Als Arg Lys Leu Leu Gln Ala Ile Leu Ser Arg
20 25

<210% 102
211y 29
€212 PRT
213y ANTF4)

<2205
223> NIFHIR I &k

220>
<223% N-# H

220>

€221> MOD_RES
222> (2)..12)
<223> D-Ala
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[0157]

€220>
12213
222>
<223

£220>
221>
222>

923>
HR

£220>
221>
222>

<2232

M

<220
221>
222>
£223>

220>
221>
222>
223>
W

220>
221>
222>
223>

<2202
223>

<400>

> MOD_RES
> (8).. (8)
> B S PRURI R 1 B i E PR alpha-Me S5-I EMERR

mise feature
8)..(12)

MOD_RES
(12y.. (12)
WA~ IURR AR T i+ ZEEE R alpha-te S5-Il H- T AIIRA

MOD_RES
(18)..(18)
WIS —NRURIATE | % 147 PR alpha-Me RS- 16 2- P RMME o

misc feature
(18).. (25)
e el 5l 58

MOD_RES
(925). . (25)
LS AR AT 1 i+ SRR B alpha-lle S5-I ARG RE

HOD_RES
2n)..@en
Nle

C-¥iiy NH2

102
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Tyr Ala Asp Ala lle Phe Thr Ala Ser Tyr Arg Ala Val Led Gly Gl
I 5 10 15

Leu Ala Ala Arg Lys Leu Len Gln Ala Ile Leu Ser Arg
20 25

<210> 103
211> 29
212> PRT
218> N33

<2200
223> NIFEBIRIUY: & Bk

£220>
223> N-¥ H

£220%

<221> MOD_RES
2225 (2)..42)
<223> D-Ala

[0158]

220>

<2215 MOD_RES

222> (8)..(8)

223> WIS PRUBEK | & i+ TR ERY alpha-Me S5-RIGE-HERERE
iy

220>

<221> misc feature
<2223 (8)..(12)
228> BRI IRIMACRE

€220

¢221> MOD_RES

222> (12).. (12)

223> WIEAE BB 1 F 1+ BB alpha-Ne S5-RRR-TIERBRE
H

$220>
<221> MOD_RES
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222> (21).. 21)
223> WITALE —ADNURI AT 1 B 1+7 TBMAEEN alpha-Me RE-FAFE-THEAMRGRE
g

220>

<2217 misc feature
€2225 (21).. (28)
<223y FRILZ (AT EE

220>

<221> MOD_RES
222> (27). .27
223> Nle

<2205

221> MOD_RES

222> (28)..(28)

223> MITAE DA 1 B i+4 THARERN alpha-Ve SH-iGkk-NERKEER
B

220>
[0159]  €223> C-¥f NH2

<400> 103
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leéu Gly Gln
1 5 10 15

Leu Ser Ala Arg Ala Leu Leu Gln Asp Tle Leu Ala Arg
20 25

<210 104
211> 29

€212 PRT
213> NI

<2003
223> NTFFIHHH: &k

<9205
<2235 N-¥#i H
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[0160]

220>

221> MOD_RES
222> (2)..(2)
€223> D-Ala

<9205

€221> MOD_RES

<222> (8)..(8)

223> WILA SR AR 1 B 1+ FEEOEEN alphaMe So-RIBR-HNEMBERS
R

K220>

221> mise feature
222> (8)..{12)
223> WY AHIRTRE

2905
221> MOD RES

202> (12)..(12)

223> RS —ARUBIA i B i+ ZBREBY alphaMe S5RIEHE-THEMBERE
s

{0205
<2215 MOD_RES
<2225 (91).. (21)

023> LA —AXURRATE | 5 147 KBBIEB alpha-Ne RS- A TIRBME R
e
{2200

221> misc feature
2225 (21), . (28)
223> WhEkz Al RIS ER

€221> MOD_RES
222y (27).. (27)
<2235 Nle

220>

<221> MOD RES

<299y (28)..(28)

223> JBITEE — DRV A | B 1+ ACHBIEBEN alpha-Me S5-IME-THERMER
Hm
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5 &
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[0161]

£220>
<223% C-¥m NHZ

400> 104

1 5

Tyr Als Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln

10 15

Leu Ser Ala Arg Ala Leu Leu Gln Asp Ile Leu Ala Arg

20 95

<210% 105
211> 29

2125 PRT
18> ANTFE3

L2203
223> KNTFAE: &Rk

<221> WOD_RES
@205 (2).. (2)
223> D-Ala

220>
<221> MOD_RES
222> (8)..(8)

€228 WA MHEAH | F 1+4 TEE BN alpha-Mle SSRGE-HRRERE

£ 94

220>

2215 misc frature
222> (8).. (12)
223> BRHEZIEH9ACER

<220

<2217 MOD_RES

€229y (12)..(12)

€223> MW E — NI AT 1 5 i +4 PSRN alpha-Me S5~k E-HEAMBLER
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S

220>

<221> MOD_RES

€222> (22)..(22)

023> WITALY AN ATE 1 B 147 BN alpha-Me RE-FEMIE-HEMGREA
AR

220>

<221> misc_feature
222> (22).. (29)
228> Az falHAERE

L2200

<221> MOD_RES
9295 (7). . (97
<223 Nle

220>
<221> MOD_RES
222> (29).. (29)
[0162] <223 EILAS MBS | & 1+ AP alphate SH-RIER-HEMBEE
W

€220»
€223> ¥ NH2,

<400> 105
Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 16

Leu Ser Ala Arg Lys Ala Leu Gln Asp Ile Leu Ser Ala
20 25

210> 106
211> 29
<212> PRT
218> ATEF

<I007
223> NLFAITEM: & ik
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[0163]

€220
€223> N-¥ig H

220>
221> MOD_RES
2225 (2)..(2)

223> D-Ala

2205

<221> MOD_RES

222> (8)..(8)

223> WIS NN A 1 B i+ ZEMEERN alpha-Me S5-IRME-RARIGRE
FR

<2207

221> misc featurs
<2223 (8).. (12)
228> FleRkZ MR ZLIK

<220>

<221> MOD_RES

222> (12)..(12)

223 WAL~ DARITATE © B 1 +4 SCBARIERE alpha-te S5-I S-SR A
2

220>

221> MOD_RES

222> (22).. 22)

223> ML EA PRI SR 2 107 ZBRAEER alpha-Me RS-FMEHE-TIEMIGEE
L

220>

221> misc feature
222> (22)..(29)
223> FhEEZ [ AGR IR

<220
<2215 MOD _RES
<222y (27).. (21
€223> Nle

<2207
221> MOD RES
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222> (29).. (29)
€223> WEILALE — D XUBHIAHE 1 B i+ TR alpha-Me S5-iiRE-NERKRE
-0

220>
223> C-¥if NH2

<400> 106
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Lys Ala Leu Gln Asp Ile Leu Ser Ala
20 25

210> 107
211> 29
212> PRT
213> ANTLFH

[0164]  <220>
223> ANTFVIREE: &Rk

<220%
£223> N-uiH

£220>
¢221> MOD_RES
<222> (2)..(2)
£223> D-Ala

<9205

<221> MOD_RES

<222 (12)..(12)

223> MBITALE — AV 4K 1 B 1+4 BB alpha-Me SH-IRASHE-TIEMIGRE
AR

220>

<2212 misc feature
<2225 (12).. (186)
<2235 SRHEEZ JAHAEEK
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220>

<221» MOD_RES

222> (16).. (16)

€223y WEEE AN A 1 T i+ ZBHEER alphaMe SH-INGRE-TARIGRZ
g

<220
<221> MOD_RES

222y (2.. Q1D

€223 BITEE—ERN A 1 E i+ TBEERD alpha-Me S5-RIGE-HEMEEE
A

<220

¢221> misc feature
€292y (21)..(25)
<223y FREEZ [EIMATEE

£220%
221> MOD RES
<222> (25)..(25)
€223y WAL DRI 1 T i+ TRHAEBN alpha-Me S5-I - HEARERE
i
[0165] =R
<220
<221> MOD RES
@222y 27).. Q21
<2235 Nle

<2200
<223% C-yifi NH2.

<400> 107
Tyr Ala Asp Ala 1le Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Ala
1 5 10 15

Leu Ser Ala Arg Ala Leu Leu GIn Ala Ile Leu Ser Arg
20 25

<2103 108
<2117 29

<212» PRT
213> AL
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220>
223> NTHIIBBEH: &k

<2205
293> N~ H

<220>

<2215 MOD_RES
229> (2).. )
223> D-Ala

220>

221> MOD_RES

222> (12).. (12)

223> MR E —ATURIARE | i+4 LRRIER alpha-lle S5-BE-TIEME RS
B

220>
221> misc feature
222> (12). . (16)
[0166]  <223> BRI AL

220>
221> MOD_RES

222> (16).. (18)

€223y WISAE PRI 1 4 1+ CRERR alpha-Me S5-IIGE-WRRIGE
5

220>

€221> MOD_RES

222> (25)..(25)

€223 WITAE PRI 1 B i+4 CBEREIEN alpha-Me SE-IHR-TNERIEAE
A

220>

221> misc feature
<222 (25)..(29)
223> FREEZ [AIAIAEIE

<220%

<221 MOD RES
222> (27).. 2D
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[0167]

€223 Nle

220%

221> MOD RES

222> (29)..(29)

223> HENEE DI EHK L F i+ TR alpha-le S5-RIGE-FHARGEZ
HER

220>
(223> C=uf NH2

<400> 108
Tyr Ala Asp Ala Tle Phie Thr Asn Ser Tyr Arg Ala Val Leu Gly Ala
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Glo Ala Ile Leu Ser Ala
20 25

€210> 109
211> 29
212> PRT
213> NLFAI

A2
223> NTFHIRIH: &Rk

220
223> N-%i I

<220

<2215 MOD_RES
222> (2)..@2)
223> D-Ala

<2205

221> MOD_RES

222> (8)..(5)

€208y MRALE —UHEII AR 1 B 147 BB alpha-Mo RS-SEHS - RBIR IR
TR

<220%
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[0168]

91>
2995
2935

L2200
<2215
222>
223>
S

<220%
221>
<222
223>
HW

<220>
K221
222>
<228%

<2207
2215
222>
(223>
S

<220
221>
<222
223>

£290>
{2935

<400>

mise Teature
(6)..12)
G-l Gl iafoalitS

MOD_RES
(12)..(12)

MOD_RES
(21).. (21)
WS AR AR 1 2 144 CEMEIERE alpha-Me SE-IIRI-THERIB R

mise Teature
21).. (25
SR ] AR

MOD_RES
(25).. (25)
RS SRR 1 B i+ SRR alpha-Me S5-IRIGR-TIERGEER

MOD_RES
27).. 27
Nle

C~m NH2

109
Tyr Ala Asp Ala Ala Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Gln
' 5 10 15

1

Leu Ser Ala Arg Ala Leu Leu Gl Ala Ile Leu Ser Arg

20 25
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[0169]

<210 110
<21iy 29

<212> PRT
213> NI

<2905
€223> NTFEFIM: SRk

€220
223> N-BE H

<2207
€221 MOD RES
€999 D)., ()
<293% D-Ala

<2205

£221> MOD_RES

€222 (5)..(5)

<223 LA AWEEH A 1 5 17 LRI alpha-e RE-FHE-TF AR
SR

£220>

221> mige feature
<222> (B)..(12)
<2235 BRI IRIMAZ B

220>

<221 MOD_RES

<225 (12) (12)

283y WMITEL PWENAH 1 E i+ SRR alpha-Me S5-IRAR-HERGREE
e

<220%

<221> MOD RES

€222 (25).. (25)

223> BT A DB A 1 i+ TP RN alpha-Me S5-U06E- TR BRIG IR &
SR

<2200

2212 misc feature
€222> (25)..(29)
223> BRI RIHO7RE
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[0170]

<2205

K222>

27).. 27

223> Nle

220>

<221> MOD_RES

222>

(29).. (29)

€223 JHAALE —ANSUERY A 1 1 +4 SEMAREER) alpha-Me SH-IRIGE-TRERGIER

g

226>
223>

<4002

1

Leu Ser Ala Arg Lys Leu Leu Gln Ala Ile Leu Ser Ala

910>
211>
12>
213>

220>
203>

220>
KE23>

220>
221>
222>
<8237

2200
221>
<2227

C-if NH2

110
Tyr Ala Asp Ala Ala Phe Thr Asi Ser Tyr Arg Ala Val Leu Gly Gln
5 10

20 %
111
99
PRT
ANLFH)
AT I : 2 ik

N-3ii H

MOD RES
(2)..(2)
D-Ala

MOD_RES
(8)..(8)
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[0171]
€223> RTELE — AN A 1 B 14T ZBREREN alpha-Me RB-FAEE-HERIGEER
H

290>

221y mise feature
222> (8)..{15)

<223 HRHE (AT EE

£220>
<221> MOD RES
<222> (15).. (15)

223 BIAE—ANIEN AW 1 & i+ KB EN alpha-Me SH-RIEE-HEREGER
EPR
<2200

921> MOD_RES

£222> (21).. (21

223> IS XU R 1 & I+ TBMAER alpha-Me S5-I PIEIRIFEE
LR

220>

<221y misc feature
<222y (21)..(25)
223> FREEZ A HIHR

<2205
<221> MOD_RES

222> (25).. (26)

€223y WBIAL A —ANREIIATE | B i+4 AZBIREEN alpha-Me S5-I E-TH AR RA
R

<2205

€221> MOD RES
222> (27).. (21)
£223> Nle

<2207
<2287 C~u NH2

<400> 111
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Ala Gln
1 5 10 15
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[0172]

Lewr Sers Ala: Ave Ala Levu Leu Glu Ala Lle Lew Ser Arg

210>
2L
212>
<213>

<2200

223>

220>

<223» N

220>
2215
42225
223>

2205
221>
42225
4293y

e

220>

221>

222>
€223>

220>
221>
222>
223>
ey

<220>
221>

<2225
228>

PR

20 25
112
29
PRT
NTFA
NTFRIIRI U & Bk

1ol
|

iy H

MOD_RES
2)..(®
D=Ala

MOD_RES

(8)..(8)

TR S AU 1 E 1T TBPRIERER alpha-Me RE-FIEE-HERBEE
misc feature

(8)..(15)

BRE A s Rk

MOD RES

(15). . (15)

WAL — XU R A 1 B 14 TR alpha-Me S5-I R-NERG A
MOD RES

(25). . (25)

ERAE DA AR | B 114 ABMA BB alpha-Me S~ RIFE-TAEBRGER
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220>

221> misc _featite
222> (25)..429)
223> BRHk 2 [RIHYSCHA

<2205
€921> MOD_RES
@229y (27)..(27)
223> Nle

220>

<221> MOD RES

228> (29).. (29)

€223 ARSI 1 B 1+4 28BAEEEEN alpha-Me S5-IUGE-HERGER
5

€220>
<223% C~¥im NH2

400> 112
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Ala Gln

5 10 1
[0173] °

Leu Ser Als Arg Lys Leu Leu Gln Alg Ile Leu Ser Ala
20 25

210> 113
<ZLL 29
€212 PRT
213> NTLFe4

<2205
223> NIFHIR I &k

220>
<223% N-# H

220>

€221> MOD_RES
222> (2)..12)
<223> D-Ala
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[0174]

€220>
12213
222>
<223

£220>
221>
222>

923>
HR

£220>
221>
222>

<2232

M

<220
221>
222>
£223>

<2205
221>
222>
223>

<2205
<2215
<2225
223>
=

<2202
223>

<400>

> MOD_RES
> (@).. (9
OEMEE BRI | & T AR alpha-te R8-FHH-HEMMRE

mise feature
9). . (16)

BRI TR FRAS R

MOD_RES
(16).. (16)
EEES DRI AR 1 B 1+ ZEEEE alpha-Me S5-RIRHE-FARBER

MOD_RES
(25).. (25)
WAL — TR 4R 1 % 144 SZBHEE BN alpha-Me S5-TRI -G BA

misc feature
(25).. (29)
e el 5l 58

MOD_RES
7). 0
Nle

MOD_RES
(29). . (29)
WA S A B A 1 i+ TR alpha-Me S5-RABH- N ARG

1

C-¥iiy NH2

113
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Tyr Ala Asp Ala lle Phe Thr Asn Ala Tyr Arg Lys Val Leu Gly Ala
1 5 10 15

Leu Ser Ala Arg Lys Leu Lew Gln Ala Tle Leuy Ser Ala
20 25

210> 114
211> 29
212> PRT
218> AN LT3

<2200
223> NIFEBIRIUY: & Bk

£220>
223> N-¥ H

£220%

<221> MOD_RES
2225 (2)..42)
<223> D-Ala

[0175]

220>

<2215 MOD_RES

222> (9)..149)

223> WIS PR EK | 2 i+7 TR EREY alpha-Me R8-FiFE-HEARGRE
iy

220>

<221> misc feature
<2223 (9).. (16)
228> BRI IRIMACRE

€220

¢221> MOD_RES

222> (16).. (16)

223> WIEAE BB 1 F 1+ BB alpha-Ne S5-RRR-TIERBRE
H

$220>
<221> MOD_RES
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<282> (25).. (25)
€223y WIMEA DA 1 B i+ TEMEEEN alpha-Me S E-NEMEEE
g

€220>

221> misc feature
<2925 (95).. (29)
223> BRI ATk

220>

<221> MOD_RES
222> (27).. (27
223> Nle

<2205

<221> MOD_RES

<9225 (29).. (29)

223> MITAE DA 1 B i+4 THARERN alpha-Ve SH-iGkk-NERKEER
B

220>
[0176] <223> C-¥f NH2

400> 114
Tyr Ala Asp Ala Ile Phe Thr Asn Ala Tyr Arg Lys Val Leéu Gly Ala
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Ala Tle Leu Ser Ala
20 25

<210 115
211> 29

€212 PRT
213> NI

<2003
223> NTFFIHHH: &k

<9205
<2235 N-¥#i H
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[0177]

2200
221>
222
223>

<2205
221>
222>
023>
B2y

<2202
221>
222>
223>

900>
921>
{0095
228>
R

<220
221>
<2295
223>
SR

<2205

221>
222>
223>

220>
221>
222>
223>
2

<220%
221>
222>
223>

MOD_RES
2)..2)
D=Ala

MOD_RES
@)..®
WAE— ORI AR | 2 147 ZEBOE BN alpha-Me R8-F M- RMITR R

misc feature
9).. (16)
TR ELZ [ I ASTER

MOD_RES

(16).. (16)

WIS — P A 1 B 1+ SRR alpha-Me SH-IRIGE-NEMRIGEER
MOD_RES

2D (21

LA S XA AR 1 B i+ SRR AT alpba-Me SE-IMEE-TN ARG

misc. feature
(21)..(25)
TR Z ] RSB

MON _RES
(25).. (25)
WA E AR AR 1 F L+ TR B alpha-Me S5-I E-TIERMBEER

MOD RES
@n.. 2D
Nle
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[0178]

£220>
<223% C-¥m NHZ

400> 115

2215 misc frature
222> (9).. (16)
<223 WRIEZ [ HIACER

<220

<2217 MOD_RES

€222> (16)..(16)

Tyr Ala Asp Ala Ile Phe Thr Asn Ala Tyr Arg Lys Val Leu Gly Ala

1 5 10 15
Leu Ser Ala Arg Ala Leu Leu Gln Ala Ile Leu Ser Arg
20 26
210> 116
211> 29
<2125 PRT
213> ATFY
£280>
223> KNTFAE: &Rk
220>
273> N=wgH
220>
<221> MOD _RES
222> (2).. (2)
223> D-Ala
L2200
<221> MOD_RES
<2225 (9)..(9)
223 BEAE NN AR | £ 1+7 THEERN alpha-Me RS-FIHGE-HERG IR
220>

€223> MW E — NI AT 1 5 i +4 PSRN alpha-Me S5-I 46 E-HEMBLER
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[0179]

=

220>
£221>
£292>
<298>
AL

220>
<8215
222>
223>

€220>
<2213
222>
2235
230y

€220>
221>
292>
€293>

€220»
£223>

<400>

MOD_RES
21).. (21
WIS R A 1 & i BRI alpha-Me S5HIEE-TNERG A

misc feature
{21).. (25
2 el

MOD_RES

(25).. (25)
BT A — AR AR 1 & i+ B ER alpha-lle S5-IIGRE-THEMIGER

MOD_RES
.. 20
Nla

C=5 N2

116

Tyr Ala Asp Ala Ile Phe Thr Asn Ala Tyr Arg Lys Val Leu Gly Ala

L

3] 10 16

Leu Ser Ala Arg Ala Leu Leu 6ln Ala Ile Leu Ser Arg

210>
<2113
212>
213>

<2207
<2035

20 25
117

29

PRT

ANTLFEH

AT ARG & ik
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]?,'" yu %E‘ 180/263 1L

[0180]

220>
€993> N

<2205

<921
<222
223>

£220>
991>

222>

223>

<2205
<2235

<400>

MOD_RES
2)..(2)
D-Ala

> MOD_RES
> (9)..(9)

> mise Feature

(9).. (16)

S B A

> MOD_RES

(16).. (16)

D I AS DRI 1 B i+ CBEOE R alpha-le SE-IRBHE-TIEMBRE

MOD_RES

2n.. en
Nle

G~ NH2

117

Tyr Ala Asp Ala Ile Phe Thr Asn Ala Tyt Arg Lys Val Leu Gly Ala

1

5 10 15

Ley Ser-Ala Arg Lys Leu Leu Gln Asp Lle Leu Ser Arg

<2103

20 95

118
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211> 29
<212» PRT
213> N4

<2202
oz NTRIINHN: 2k

£220>
(2935 N-¥E H

220>

<221> MOD RES
2295 (2)..(2)
¢2235 D-Ala

<220

<221> MOD RES

229> (9).. ()

223> WILAA — TR AW 1 2 147 ZPEERD alpha-Me RS—EMA-HN RN ER
[0181] <2905

<221> misc feature

{2295 (9),.1186)

{223 SRALZ 2 TR

220>

<221> MOD_RES

2295 (16).. (16)

€223y WA PRI AHR 1 B i ZBAOEEN alpha-Ve §5- S NEARKBER

220>

<221 MOD_RES
229> (8. (27)
£223> Nle

220
<223> C-¥m NH2

€400> 118
Tyr Ala Asp Ala Ile Phe Thy Asn Ala Tyr Arg Lys Val Leu Gly Ala
1 5 10 15
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[0182]
Leu Ser Ala Arg Lys Leu Leu Gln Asp [le Leu Ser Arg
20 25

<2105 119
211> 29
<212> PRT
213 ANLFEH

220>
223> NTIFHIRIBH: &k

<2202
<223> N-¥m H

220>
<221> MOD_RES
2225 (2)..(2)
€223> D-Ala

(220>
<221 MOD_RES

€222> (12)..12)

223> HITE S — OIS 1 B i+7 SBAREEN alpha-Me R&-EHE-HEMBEE
Hi

220>

221> ‘misc feature
€222> (12)..(19)
223> BRAEZ I

020>
<221> MOD RES
$2225 (19).. (19)

223> WA E—ATEE LT | % i+4 ZRAREBIN alphale ST-RIEE- FIARIERE
B
<220>

<2217 MOD RES
929y (271).. (27D
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42205
€223 C-3 NH2

<400> 119
Tyr Ala Asp Ala Tle Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Asy [le Leu Ser Arg
20 25

<2105 120
<211y 29
<2125 PRT
213> NTIFH

<2205
223> NLFHIRIUH: & ik

[0183]  <220>
993> N-¥EH

L2203

€221> MOD RES
222> (2)..(®)
293> D~Ala

220>

<221> MOD_RES

222> (12)..(12)

223> WA —ADIURI AR | B T BB alpha e RE- VA NEMMRE

220>

221> mise feature
222> (12)..019)
2237 FREEZ IR ACER

L2200

<221% MOD_RES
222 (19)..(19)
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52

.l

3

184/263 L

[0184]

223>

2205
223y

<4005

Tyr Ala Asp Ala Ile Phe Thr Asn

I

Leu Ser Ala Arg Lys Leu Leu Gla

210>
2L
212>
218>

220>
£293>

€220
<221
2227
K223%

2202
221>
222>
£223>
R

<2205

> NOD _RES

1. 20
Nle

C~¥i5 NH2
120

5

20
121

29

PRT
NI

3 NLIF AU & ik

N3 1

MOD._ RES
2)..(2
D-Ala

MOD_RES
(12)..12)

29

10

Ser Tyr Arg Ala Val Leu Gly Gln

Asp Ile Leu Ser Arg

€093y B E—PRENAR 1 & i+ XPEEEN alpha-Ve SH-IRIGE-THEARGEE

A AR AR | B 47 RN alpha-Me R8-FEME-TIRMISER
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[0185]

<221> mise feature
<222y (12)..Q19)
223> FRIEZ I

<2205
<221 MOD_RES

€222> (19).. (19)

223 JBLEE DWW | 5 104 BUERNY alpha-Me S5-IME-PTARRM A
HL

220>

221> MOD RES

<2225 (25)..(25)

<223y ENAE DA 1 E i+ TEMEEEN alpha-Me SH-IGE-THERE LA
FER

€220

<2213 mise festure
222> (25)..(29)
223> BRELZ M) HACIE

<2207
<221> MOD_RES
€299y (27).. (2D
298> Nle

2205
<2215 MOD_RES

2225 (29).. (29)

€223 WILEE BN Al | B i+ TR alpha-Me S5-IEER-NERBRE
e

£290>
49935 C~vi NH2

<400> 121

Tyr Ala Asp Ala Ile Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Gln

Leu Ser Ala Arg Lys Leu Leu Gln Ala [le Leu Ser Ala
20 25
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[0186]

210>
211>

@1

213>

220>

<2207
<2235

<2202
221>
222>
223

42205
£221>

<222
<228%

SR

{2200

221>
222>

£223>

£220>

<221y

<2225
<2237
B

<220>
221>
222>
223>
MR

<2200
221y
2995
<223%

2
223>

122

29

PRT
AL

ALFHIH B Sk

NS H

MOD_RES
2).. @
D-Ala

MOD._RES
4).. )
WIEE DR 1 B i TR B alpha-Me S5-RE-TIERBRE

misc feature
(4)..(8)

MOD_RES
(8)..(8)
ALY AW A | E I+ RN alpha-e SS-IRIRR-REMBRE

MOD_RES
2n).. @1
IS DRI 20 1 5 D4 SCHBEEBY alpha-Me SS-IRIGHE-NEBRIGIRE

misc. featutre
2. . (25)
SR [R] (A Bk

257



CN 108929375 A }-%-— yu %EC 187/263 L

[0187]

<920

£222> (25).. (25)

293> WS AU | B 144 W DHAESN alpha-Me S5-I E-HERGRE
g

2200

<221> MOD_RES
€222% (7). (27)
223> Nle

290>
<223> C-¥f NH2

<4005 122
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Ala Lys Val Leu Gly Gln
1 5. 10 15

Leu Ser Ala Arg Ala Leu Leu Gln Ala Tle Leu Ser Arg
20 2b

210> 123
211> 29
212> PRT
213> NTFH

(220>
223> ALIFFIMUE: &k

<220
223> N-¥ H

<2005
<2215 MOD._RES
222> (2).. ()
<223y D-Ala

2207

<9215 MOD_RES
{2225 (4)..4)
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[0188]
<203y WAL A I EREI AT 1 E i+ TR RN alpha-Me S5-IME-TNERBRE
FH:

2202

€221 mise_ feature
222> (4)..48)

<223 BREEZIAIMACER

£220>
<221> MOD RES
<222> (8)..1(8)

223 BIAE—ANIEN AW 1 & i+ KB EN alpha-Me SH-RIEE-HEREGER
EPR
<2200

921> MOD_RES

£222> (21).. (21

223> IS XU R 1 & I+ TBMAER alpha-Me S5-I PIEIRIFEE
LR

220>

<221y misc feature
<222y (21)..(25)
223> FREEZ A HIHR

<2205
<221> MOD_RES

222> (25).. (26)

€223y WBIAL A —ANREIIATE | B i+4 AZBIREEN alpha-Me S5-I E-TH AR RA
R

<2205

€221> MOD RES
222> (27).. (21)
£223> Nle

<2207
<2287 C~u NH2

<400> 123
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Vil Leuw Gly Gln
1 5 10 15
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Lewr Sers Ala: Ave Ala Levu Leu Glu Ala Lle Lew Ser Arg
20 25

210> 124
211> 29

¢919> PRT
213> NLTHFH

<2200
223> NI : & Hulk

<2205
<228 N-¥H

<2203
<221> MOD_RES
222> (2)..(2)
223> D-Ala

[0189]  <220>
<221> MOD_RES
2025 (4).. (4)
<223y BT AUBRAORER | % 1 +4 SOBUEEEY alpha-tle S5-IUEE- W EMG A
g

(220>

€221 misc feature
222> {4)..48)

€223> BREEZ (AR 2E Rk

220>

<921> MOD_RES

222> (8)..(8)

<223> WA DI AT 1 B i RN alpha-Me S5-IURR-TNEBGRA
ey

<2205
<2215 MOD_RES

<2295 (21).. 1)

<223> JEILEE — DA A 1 B 144 SZBMEEET alpha-Me SO-IRIEE-AEMIB R
HER
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€220

221> misc _featite
222> (21)...(25)
223> BRHk 2 [RIHYSCHA

€220>

<221> MOD_RES

<2295 (25)..125)

223> BAAS DRI 1 B i+ DREEEN alpha-lle S5-RIEE-HERBRE
B

<220>

<221 MOD_RES
<2225 (27)..27)
238> Nle

€220>
<223% C~¥im NH2

<4005 124
Tyr Ala Asp Ala lle Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln
1 5 10 15

[0190]

Leu Ser Ala Ala Ala Leu Leu Gln Ala Ile Leu Ser Arg
20 25

210> 125
211y 29
€212 PRT
213y ANTF4)

<2205
223> NIFHIR I &k

220>
<223% N-# H

220>

€221> MOD_RES
222> (2)..12)
<223> D-Ala
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[0191]

€220>
221>
222>
223>

£220>
221>
222>

923>
HR

£220>
221>
222>

<2232

M

220>
221>
222>
<223

220>
221>
L2227
223>
R

220>
221>
222>
223>

<2202
223>

<400>

> MOD_RES
> 4. (@)
> OBEMA SRR 2R 1 1 EBIREE) alpha-Me S5-IRIGE-HAMIGRA

mise feature

.. ®)

BRI TR FRAS R

MOD_RES
8)..(®
WAL AU 1 B i+ BB alpha-Me S5-IRIGHE-HEMIEER

MOD_RES
(21).. (21)
WA — R AT | % 144 SBEERER alpha-Ve S5-RHEE-TTRBME R

misc feature
(21)..(25)
PR R 2 Bk

MOD_RES
(925). . (25)
LS AR AT 1 i+ SRR B alpha-lle S5-I ARG RE

HOD_RES
2n)..@en
Nle

C-¥iiy NH2

125
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Tyr Ala Asp Ala lle Phe Thr Ala Ser Tyr Arg Ala Val Led Gly Gl
I 5 10 15

Leu Ser Ala Arg Ala Leu Leu GIn Ala Ile Leu Ser Ala
20 25

<2105 126
211> 29
212> PRT
218> N33

<2207
223> NIFEBIRIUY: & Bk

£220>
223> N-¥ H

2200
<221> MOD_RES
2225 (9)..(2)
223> D-Ala

[0192]

<2205

<221> MOD_RES

222> (4)..{4)

223> WITHE VI A5 | 2 i+4 ZHREED alpha-Me S5-I E-NRRIGER
BEg

<2207

<221> misc feature
<822y (4)., (8)

228> FRFLZ IR HIACIEE

220

<221> MOD_RES

<222 (8)..(8)

223> LA A DRI 1 B 1+4 ZRUEEE alpha-Me S5~ R E-HEMBIRE
ey

$220>
<221> MOD_RES
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[0193]

222> (21).. (21)
€223> WEILALE — D XUBHIARE 1 B i TEAGEEEN alpha-Me S5-EHE-NEABKRE
e

€220>

<2217 misc feature
<2925 (21).. (25)
<223y FRILZ (AT EE

<9205

<221> MOD RES

<222> (25).. (25)

€223y WITAA — AU 1 B 1+ SN alpha-Me SH-RIGH-THERBERR
R

<220%

<221> MOD_RES
222y (27).. @D
¢223> Nle

220>
(293> C-3E NH2

<400> 126
Tyr Ala Asp Ala Ile Phe Thy Ala Ser Tyr Gln Lys Val Leu Gly Gln
1 3 10 15

Leu Ser Ala Arg Ala Leuw Leu Gln Ala Ile Leu Ser Arg
20 25

<2105 127
211> 29

<2125 PRT
213> ANLF5

<2203
298> N LIFFIRpta: 2k

<2205
<223y N-¥#H
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[0194]

220>
221>
222
223>

<2205
221>
222>
023>
R

220>
221>
222>
223>

290>
921>
{9055
<9223
R

920>
021>
<2293
223>
e

<2205

221>
222>
228>

<2205
221>
222>
223>
2

2205
215
202>
<2235

MOD_RES
2)..@)
D=Ala

MOD_ RES
.. )
WS A TUR ISR 1 B 4 ZEMEGE B alpha-Me S5-INBE-FISMERE

misc feature
4).. (®
TR ELZ [ I ASTER

MOD_RES

8)..®)

WIS PR AR 1 F 14 SRR alpha-Me SE-RIBE - AIIFER
MOD RES

(2D.. €D

WAL — R AR 1B L+ SRR RAT alpba-Me SE-IREE-TN AR B &

misc. feature
(21)..(25)
5 Sl et

MOD RES
(25).. (25)
LA AR AR 1 1 h RN alpha-Me S5-IRIRE-NEAMMEE

MOD RES
@n.. 2D
Nle
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€220>
223>

400>

Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Gln Val Leu Gly Gln

1

Lew Ser Ala Arg Ala Len Leu Gln Ala Tle Leu Ser Arg

<2107
211>
$212>
218>

L2200

€223

<220>
[0195]

283 N

220>
o213
222>
€223

L2207
221>
<2227
<o23>

220>
221>
222>
223>

2205
<2215
222>
293>

3 N2
127

5

20 85
128

29

PRT

A3

P NG 2211 0S UL ERE P i I

MOD_RES

(2)..@)
D=Ala

MOD. RES
(4).. {4)

10

WA R4 1 & 44 TBMEE Y alpha-e S5-I E-HERERE

misc_frature
(4).. (B)
52 IS

MOD_RES
(8).. 8

WA SRS 1 E i+ RBRE R alpha-Me SH-RIBE-HEARBERRE
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F 5 *k 196/263 B

[0196]

=

220>
£221>
£292>
<298>
AL

<2900
221>
L0995
223>

€220>
<221
222>
2235
230y

220>
221>
{222>
£223>

€220»
£223>

£400>

MOD RES
(21).. (21)
HEITALA AR 1 B i+ BRI alpha-Me SH-IVIEE-NEMIEIER

misc featire
(21).. (25
2 el

MOD_RES

(25). . (25)
B4 — AR AR 1 & i+ R EMEEE alpha-Me S5-Ik IGR-THEMIGER

MOD_RES
.. 20
Nla

C=5 N2

128

Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln

L

3] 10 16

Leu Ser Ala Gln Ala Let Leu 6ln Ala Ile Leu Ser Arg

210>
<2113
212>
213>

<2207
223>

20 25
129

29

PRT

ANTEH

ANTFHIR G & ik
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[0197]

220>

223> N-¥m B

2207
221>
K222>
€223>

€220
@a21>
<2225
4293>
B

221>
292>

L2205
221>
222>
223>
FIR

2205
€221
222>
<2285
]

220>
221%
222>
223>

220>
221>
<2227
223>
s

220>

MOD _RES
2).. @)
D-Ala

MOD_RES
.. @
BTSRRI 5 i+ LIRS alphaie SS-RBE-TIRBIEE

misc feature

(4)..(8)
TRALz A B

MOD RES
(8)..(8)

AR AR, L 1+ SAERN alpha-Me S5-IRAH LTI AR A

MOD_RES
(21).. (21)
WA S AU ATk 1 B i+ ZBMAERY alpha-Me S5-IM M- R MIG R

misc featlire
(21),.(25)
Tk (R ) AE B

MOD_RES
(25).. (25)
LA AR AT 1 5 1+ TSR alpha-Me S5-I EE- N EM B

268



CN 108929375 A F?

.l

3
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[0198]

<221> MOD RES
222> (27).. (20
£923> Nle

220>
223> C-¥if NH2

<400>: 129

Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln

1 5

Leu Ser Ala Arg Ala Leu Leu Gln Ala Ile Leu Ser Gln

20 26

<210> 130
211> 29
212> PRT
213> ATLFH

290>
223> ANTFVIREE: &Rkik

<220%
£2235 N-uiH

£220>

¢221> MOD_RES
<222> (2)..(2)
£223> D-Ala

<2905
£221> MOD _RES
<222y (4)..{4)

10

15

<2935 WEITALE — AR A 1 B 144 AR alpha-Me SHE-RIGE-TIEMIBERER

sy

<2207

<9217 mise Teature
222> (4)..(8)

<2237 WALz (AR ZEEk
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220>

<221» MOD_RES

222> (8)..(8)

€223y WEEE AN A 1 T i+ ZBHEER alphaMe SH-INGRE-TARIGRZ
ey

€220

<221> MOD_RES

222> (21..21)

<2230 B E A NEM AN 1 E i+4 ZBRERN alpha-Me S5-IREE-NERIGEE
g

<220

¢221> misc feature
€292y (21)..(25)
223> BRI EIMASER

$220%
221> MOD_RES
<2225 (25)..25)
223> WILALS TR 1 B i+4 BT alvha-Ne S5-IRME-TNEAREEE
i
[0199] =R
<2205
<2213 MOD_RES
@222y 27).. Q21
(223> Nle

<2200
<228% C-¥ifi NH2.

<400> 130
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Ala Gln
1 5 10 15

Leu Ser Ala Arg Ala Ala Leu GIn Ala Ile Leu Ser Arg
20 25

<2105 131
<2117 28

<212> PRT
213> ANLF3
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[0200]

220>
223>

220>
223>

220>
2215
$229%
223>

<220
221>
222>
<223>
2R

220>
221>
222>
223>

220>
21>
42895
£223>
R

220>
221>
222>
223>
ey

220>
221>
222>
223>

D207
15
2225

ANLFFIR . &Rk

N-3H

MOD RES
©..®

b-Ala

MOD_RES
MLX@ | | |
AL AE — AR AT | 5 4 SRR alpha-Me SS-IRGE-THE MG R

misc: feature
“)..®
22 Sl S

MOM_RFS
®).. ®
ML S — DRI 0 © % 144 TBHMRIEBENY alpha-te S5-I H-THEMMBRE

MOD_ RES
(21)..(21)
WAL — DRI 1 B i+ BRI alpha-Me SE-IHR-TNEIRGAE

misc feature
(21).. (253)
e ralilthiars

MOD RES
(25).. (25)
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[0201]
<223 BIAE DU EE | F i+ TBUMEEREN alpha-Me S5-I R-TIERGER
FE

<2205
221> MOD RES
2225 (27).. (21
€223> Nle

220>
293> O~ NH2

400> 131
Tyr Ala Asp Ala Ile: Phe Thr Ala Ser Tyr Arvg Lys Val Leu Gly Gln
1 5 10 15

Leii Ser Ala Arg Ala Leu Leu Gln Ala [le Let Ser
20 25

<2105 132
211> 29

<2125 PRT
213> N5

<220
223> NLJFHIRGIRAE: & Rk

<220»
€223> N-¥m H

€220
<2215 MOD RES
<228 (2)..(2)
£223> D-Ala

<220>

<221> MOD_RES

222> (4).. @)

<223> WELAE WSRO S 1 B 104 2B (SR AR ) WA AR S ) B el pha-Me S5~
PR - T A R R R

272



CN 108929375 A }-%-— yu %EC 202/263 BT

[0202]

<2205

<221> misc_fearure
222> (4)..(8)

223> FRILZ A1 A

229> (8)..(8)
€003y WA G TVBIIATE 1 B 1+4 SSEAE (58 & BRI TV Sh R0 B ) S B2 1 alpha-Me S5~
RIEE-REREEE LR

220>

221> MOD_RES

€229y (21)..(21)

223> WA GBI 2R | & 1+ B (GE SR TR 5L 2 ) HEHR MY alpha-Me S5~
- NER G R R

42203

221> mi s¢ feature
<222> (21).. (25)
Canm> BIEZ AT

220>

<221> MOD_RES

<222> (25).. (25)

223> W AE A2 1 B 1+ YR (58 &R B B AT BAA) Y alpha-Me S5-
TN - T B PR J B

220>

<221> MOD_RES
222> @D).. Q1)
<225> Nle

<220
<228> C~¥g NH2

<400> 132

Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Ala Leu Leu Gln Ala Ile Leu Ser Arg
20 25
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[0203]

£210>
2113
212>
213>

220>
£223>

<2205
<223

<2205
221>
<222
{223>

220>
221>
222>
223>

220>
221>
222>
(293>

<2205
221>
<222
<223

<2207
21>
<2225
223>

€220>
221>
<222
223>

<2205

133
29

PRT
AT

AL FIE - Ak

ENASY

N-3g H

MOD_RES
2).. 2
D-Ala

MOD_RES
(4)..{4)
Alpha-Me Hedz 1, 5 =M (5 i) ST

mise feature
4).,.8)
7 2xeal i 0Rrlile

MOD_RES
(8),.(8)
Alpha-Me B5 1,5 =M (3 ) EEm

MOD_RES
(21 .. 2D
Alpha-Me Bt 1, 5 =M (5 hg) @A

mise feature
21).. (25
Tk T SE K
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<2215 MOD_RES
<222> (2h)..(25)
223> Alpha-Me BH 1,5 =M (3 1) & 5%

220>

221> MOD_RES
€229> (27)..4027)
<223> Nle

220>
228> C-¥m NII2

400> 133
Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Xea Lei Leu Gln faa Ile Leu Ser Arg
20 20

210> 134
211> 29
<2125 PRT
213y NIFH

[0204]

£220>
223> NTFHI U & Rk

<220>
€223> N-m H

€920>

<221 MOD RES

€222> (2)..42)

223> D-Ala

<2205

<221% MOD_RES

222y 4).. (4)

<2235 Alpha-Me BH 1,5 =M (3 58 R

220>
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<2215 mise featiire
€222 4)..(8)
223> BRERZ M

220>

<921> MOD RES

222> (8)..(8)

€223> Alpha-Me ks 1,5 =M (5 R BAR

220>

€221> MOD_RES

€222y (21)..(21)

€223> Alpha-Me B 1,5 =M (3 i) & ALMR
<2205

221> misc featite

€222y (21}, .(25)

€023> HREEZ |A]H A2k

220>
€221 MOD_RES
2995 (95).. (25)
[0205] 2“22> (25).. ZJ) 7 B )
€923> Alpha-Me Hig 1,5 =5 Bt) S BEIR
200>
€221 MOD_RES
€222y (27)..(27)
<2235 Nle

<2205
2235 C-¥ NH2

<400> 134
Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Leu 6ly Gln
1 5 10 15

LeuSer Ala Arg Xaa Leu Let Gln Xaa Ile Leu Ser Arg
20 25

210> 135
211> 29
<212> PRT
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206/263 BT

[0206]

213>

220>
223>

€220
2235

220>
221>
222>
£223>

<220%
42213
222>
223>

220>
<221>
(2225
<2235

<220
<221y
222>
<223

220>
221>
4222>
£223>

2200
221>
222>
223>

<2202
221>
822>
223>

ALF5Y

TSI 4o

N3t

MOD. RES
(2)..42)
D=Ala

MOD_RES
(4)..(4)
Alpha-Me B4 1,5 =M (5 ) & B

mise Teature
@.. ®
P2 Il 2t

MOD_RES
(8)..(8)
Alpha-Me B2 1, 5 =M (3 1) AR

MOD_RES
(21).. 21
Alpha-Me BE 1,5 =M (3 ) & LM

mise. Teature
(21).. (25)
TRAE TA] 1 e Bk

MOD RES
(25)..(25)
Alpha-Me $elZ 1, 5 =M (5 1) S 5L
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[0207]

220>

<221> MOD_RES

222>

(270.. 27

223> Nle

290>
€999>

<400>

Tyr Ala Asp Xaa Ile Phe Thr Xaa Ser Tyr Arg Lys Val Let Gly Gln

1

Leu Ser Ala Arg Xaa Leou Leu Gln Xaa 1le Leu Ser Arg

£210>
{2113
212>
413>

220>
223>

<2205
<2235

220>
<221
<222
223>

<2207
221>
222>
223>

220>
221>
222>
<2237

O35 NH2

135

5 10

20 25
136

29

PRT

NTFH
NITFIIREE: &Rk

N=#i H

MOD_RES

2)..2)

D-Ala

MOD_RES

(4). .4

Mpha-Me B% 1,5 =0 (3 10 S 4R
mise feature

4).. (®

Bk Sk ] R A TR
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208/263 Bl

[0208]

2207
221>
222>
£2235

220>
221>
222>
<223

<220>
221>
<222
223>

220>
221>
282>
223>

220>
221>
222>
223

<2205
<223>

400>

Tyr Ala Asp Xaa Tle Phe Thr Xaa Ser Tyr Arg Lys Val Leu Gly Gln

1

Leu Ser Ala Arg Xaa Leu Leu Gln Xaa lle Leu Ser Arg

2100
211>
212>
<213>»

220>
223>

MOD_RES
(8)..(8)
Alpha-Me Bkt 1, 5 =0 (5850 & 5L

MOD_RES
(21).. 1)
Alpha~-Me Fhfd 1,5 =0 (5 ) E 58

misc feature
(21).. (25)
lie aliliiba

MOD_RES
(25)., (25)
Alpha-Me B % 1,5 =M (3 1) HHEM

MOD_RES
e, D
Nle

C=3it NH2
136

5 10

20 25
137
29
PRT
NI
ATLRFFI BN & alik
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209/263 BT

[0209]

220>
223> N-um H

<2205

<221> MOD_RES
<2225 (2)..(2)
€223 D-Ala

2205

221> MOD_RES

222> (12)..(12)

<223> Alpha-Me R-Z % 1,4 =M (6 i) AWEMR

220>

221> misc feature
222> (12)..019)
223> FRELZ IR AE L

220>

<2215 MOD_RES

<222> (19),. (19)

<2235 Alpha-Me HRIE 1, 4 =W (5 ) T MR

£220%

221> MOD _RES
222> (27).. (27)
<223> Nle

220>
€223> C-¥my NH2

400> 137

Tyr Ala Asp Ala Ile Phe Thr Asn Ser Tyr Arg Xaa Val Leu Gly Gln

1 5 10

Leu Ser Xaa Arg Lys Leu Leu Gln Asp Ile Leu Ser Arg
20 25

210> 138
211> 29
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219> PRT
@lidy ALFY

220>
223> NTIFHI . & Hdik

220>
223> N-¥f 1

<2207

<221> MOD_RES
€222 (2). . (2)
€223> D-Ala

220>

<221> MOD_RES
<222> (12).. (12)
Ay

[0210]  «<220>
221> mise_Teature
€222> (12)..(19)
208> BRI Al AT

{2205

<221> MOD RES

<222y (19)..(19)

<228 WEAE DR | E I+ KTBRERN alpha-Me S5-IMEIE-R ARG E A
AR

<220>

<221 MOD_RES
222> (27).. (2D
<2235 Nle

220>
<223> C-¥y NHZ

<400> 138

Tyr Ala Asp Ala Ile Phe Thr Asn Ser Tyr Gln Ala Val Leu Gly Gln
1 5} 10 15
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52

.l

3

211/263 5T

[0211]

Leu Ser Ala Arg Lys Leu Leu Gln Asn Ile Leu Ser Arg

210>
211>
€212»
218>

<2205
223>

220>
<223>

220>
221>
222>
223>

<2205
<2215
209>
208>
B

220>
221>
222>
223>

4220
<2217
222>
223>
TR

<2205
2813
$202>
223>

20 25
139
29
PRT
NILRF
NERFIRUE & Ak

N-3; H

MOD_RES
@.. (@
D=Ala

MOD_RES
(12).. (12)

WS DA el 1 F 17 ZBUAREHEN alpha-Me R8-FME-HRRIFIER

misc feature
(12, . (19)
Bk 2 JR] (R AE T

MOD_RES
(19).. (19

WIS R A 1 B i+ AR RN alpha-Me SB-RME M- TRERIGIRE

MOD- RES
(27).. (27)
Nle
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€220>
223>

400>

Tyr Alas Asp Ala Tle Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Gln

1

Lew Ser Ala Gln Lys Ten Tew Gln Asn Tle Let Ser Arg

<2107
211>
$212>
218>

L2200

€223

<220>
[0212]

283 N

220>
o213
222>
€223

L2207
221>
<2227
<o23>

220>
221>
222>
223>

2205
<2215
222>
293>

3 N2
139

5

20 95
146

29

PRT

A T3

P NG 2211 0S UL ERE P i I

MOD_RES

(2)..@)
D=Ala

MOD. RES
(12).. (12)

10

WA A | E 147 TBEE B alpha-Me RS-FIEE-HRARBRE

misc_frature
(12).. (19)
52 IS

MOD_RES
(19).. (19)

WA SRS 1 E i+ RBRE R alpha-Me SH-RIBE-HEARBERRE
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213/263 5T

[0213]

£

<2205
281>
222y
298>

{2205
223>

<400>

Tyr Ala Asp Ala lle Phe Thr Asn Ser Lyr Arg Ala Val Leu Gly Gln

1

Leu Ser Ala Arg Gln Leu Leu Gln Asn Ile Let Ser Arg

<210
211>
212>
213>

<220
<2253

<220>

MOD_RES
©n..2n
Nle

i NH2

140

=

J

20 25

141
29

PRT
AL

NTFRFIRIH & Rk

€223 N=3

<2207
{2215
222>
223>

€220
221>
222>
223>
MR

<220
221>

Z
1
by
2E
=

MOD RES
(2)..(2)
D-Ala

MOD_RES
(12)..(12)

T A — NI A 1 B 4T BRI alpha-de RS-EMA-T

mise feature

10
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2225 (12).. (19)
223> BIBZ ML

220>
<291> MOD_RES

<2225 (19)..(19)

023> A AE DN | £ i+ TR alpha-Me S5-I A-FRBSESR
2R

9207
(221> MOD RES
999y 497y, . (2%
<223> Nle

$220>
(298> C-3if NH2

400> 141
Tyr Ala Asp Ala Tle Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 15

[0214] _ _
Leu Ser Ala Arg Lys Leu Leu Gln Asn Tle Leu Ser Gln

20 20

210> 142
211> 28

<212> PRT
213> ATIP3

220>

228> ANLIP3UM BEE: & pcik
220>

223> N-¥i H

220>

<221> MOD_RES

222 (2).. ()

€223 D-Ala

220>
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9913 MOD_RES

222> (12).. (12)

<2285 MEITALE BRI AR 1 B T TR BN alpha-Me R&-VIBE-HEMBRE
iy

€220>

221> mise feature
222> (12).. (19)
<223 BREZ A AR

{2203

221> MOD_RES

<2225 {19).. {19}

023 WA — AR | F 104 SREHEHEN alpha Ve S5-IRABA TARARR A
i

<220

<221 MOD_RES
€222> (27)..27)
<223» Nle

[0215] L220>
L0098y (i NH2

<4003 142

Tyr Ala Asp Ala Ile Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Gln
1 & 18 15

Leu Ser Ala Arg Lys Leu Lett Gln Asn Tle Leu Ser
20 25

<2105 143
<211 29

<212> PRT
213y N4

<9205
223> NTITHIMBE: ARk

€220
<223> N-¥m H
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220>
222> (2).. (@)
223> D-Ala

220>
<221> MOD_RES

222> (12)..(12)

223> WAL AT 1 2 147 RIS EN alpha-Me RE—FIHFE-NERIGER
HR

220>

221> mise feature
222> (12)..(19)
<2235 FkIEZ 1RO RSB

<2207
<2217 MOD_RES
222> (19).. (19)
<223 WITAE— PRI 2EE 1 2 i+4 SR ERN alpha-Me S5-RIGE-HERGER
i
[0216]
220>
221> MOD_RES
2225 (27).. (2D
¢223% Nle

€220
€223> C~Jiii NH2

400> 143
Tyvr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Gln Ala Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Asn Tle Leu Ser Arg
20 25

<2102 144
<211 29
<2127 PRT
213> AL
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[0217]

220>
223> NTHIIBBEH: &k

<2205
293> N~ H

<220>

<2215 MOD_RES
229> (2).. (@)
223> D-Ala

<2205
<221> MOD_RES

222> (12).. (12)

223> A S DRI AR 1 & 147 BEEEEN alpha-Me RS~ M- TH R B 12
By

I

£220%

221> misc feature
€222 (12).. (19)
223> BRI AL

220>

£221> MOD_RES

222> (19).. (19)

€203 WHTAE MR R 1 B i+ TBUREREN alpha-Me SR E-AARGRE

€220>

€221> MOD_RES
222> (27).. (27
<2235 Nle

£220>
<223> C-¥f NH2

<400> 144
Tyr Ala Asp.Ala Ile Phe Thr Ala Ser Tyr Arg Ala ¥al Leu Gly Gln
1 5 10 15

Leu Ser Ala Gln Lys Leu Leu Gln Asn Ile Leu Ser Arg
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52

.l

3

218/263 1T

[0218]

210>
2Ty
212>

213>

£220>
223>

<2200

£993y:

20

- 145
29
PRT
T3

NTFEIRBE: ARk

N-uis H

220>

<221Y

<9295
€223>

220>
221>
£222>
€228
B

220
<221
€222>
223>

<2207
221

£

$220%
221

222>

(223>

220>
223>

MOD_RES
(2).. (2
D-Ala

MOD_RES
€12).. (12)

TS AR AT LB 147 CEMEE B alpha-Me RE-ERE-TREMIR L

mise fealure
(12).. (19)
W B ] (O3 IR

MOD RES
(19).. (19}

WA R4 | % 14 RS

MOD_RES
7). @1
Nle

€3 NH2

o
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[0219]

400> 145

Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln
1 b 10 15

Leu Ser Ala Arg Gln Leu Leu Gln Asn Lle Leu Ser Arg
20 25

210> 146
211> 29

<2125 PRT
Q13> NLFF

<2205
€223> N LFFIRIUE: & ok

<2205
223> N

<2205

<921> MOD_RES
222> (2).. (2)
<2235 D-Ala

<220%

<2215 MOD_RES

<222y (12)..(12)

223> WA —AWER AN | 8 147 BB alpha-Me RE-Fe AT R B FR A
M

200>
<221> misc feature

<222y (12).. (19)

223> Wk (B HAC TR

<2205

€921> MOD_RES

222> (19)..(19)

223> JEITAL G — U AR 1 & i+ SBAREREN alpha-Me S5-Il - TN ERIG R
)
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[0220]

2907

<221> MOD RES
222> (27).. (21
223> Nle

¢220>
<098y €~ NHY

<AN0> 146

Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val LetGly Gln

i b 10

Leu Ser Ala Arg Lys lLeu Leu Gln Asn Ile Leu Ser Gln

20 925

210> 147
211> 28

212> PRT
213y NTJF%]

{2205
€223y NTFEAIMw: &k

$220>
{223y N=¥g H

220>

221> MOD_RES
<222 (2)..(2)
223> D-Ala

<2205
221> MOD RES
w22y (12).. (12)

223> JBILE & —XGEA 20 1 B 1+7 ZSBURIERAY alpha-Me R8-EME-HERGER

R

220>

€221 misc featilre
<222» (12)..(19)
223> FRE:Z IR ER
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[0221]

290>

2292> (19).. {19)

293> WS AU | B 144 W DHAESN alpha-Me S5-I E-HERGRE
g

2200

<221> MOD_RES
£222> (27).. (271
223> Nle

290>
<223> C-¥f NH2

<4003 147
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Asn Tle Leu Ser
20 25

£210> 148
211> 28
212> PRT
213> ANTITH)

220>
223> ALY &k

<220
223> N-¥m H

<2005
<2215 MOD.RES
222> (8).. ()
<2235 D-Ala

{2207

<9215 MOD_RES
9225 (12)..(12)
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23> JERA A - DIURII AR | B 147 KEUAERY alpha-Me RS-FEIE-PIRRMER
R

220>

£221> misc feature
€222y (12)..(19)
223> BrAZ A 7Bk

{2207

<221> MOD_RES

<229 (19).. (19}

223> A DR AT 1 & it ZBMARER alpha-Me S5-I i-FIEREER
B

<2205

<221> MOD RES
922> (27).. (21
€293> Nle

220
€223> C~¥ NH2
[0222]
400> 148
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Gln Leu Leu 6ln Asn Ile Leu Ser
20 28

€210> 149
<211y 29
<2125 PRI
213> NT %

22907

23> N LFFIRRE: &Rk
29905

€993 N-3 i

<220y
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(221> MOD RES
202 @).. @)
228> D-Ala

220>

€271> MOD_RES

€229y (12).. (12)

228> WMA S DR DRE | F i+7 TEAEER alpha-Me RS-EBE-THERBEE
R

£220>

221> mise Teature
€222y (12).. (19)
223> BREE TN HAEHK

2905

<221> MOD_RES

222> (19)...(19)

223> MEITAE —DRUEN AR | F i+ BRI alpha-Me S5-RIEE-THERIEREE
iR

€220>

<2215 MOD_RES
222> (27).. @1
€2235 Nle

[0223]

220>

400> 149
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Ala Val Leu Gly Gln
L 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Asn Ile Leu Ser Arg
20 26

210> 150
<211 29

€2125 PRT
213> ANILFH

220>
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223> NTHFHIHE: &k

220>
223> N-¥g H

<2207

<221> MOD_RES
<2225 (2).. ()
€223> D-Ala

<220
<221> MOD_RES

292> (12).. (12)

223> JEHEE PR R 1 B 147 SRR alpha-Me RS-FIEE-THRBIG A
P,

42203
¢2215 mise fedture
222> (12).. (19)
223> FREL 6] HAEER
[0224]
<2200
<221> MOD_RES
<222> (19).. (19)
<223y WRTALE DR AR 1 & 14 LA alpha-Me SH-IRIEE-NERIS A
BB

<2205

<2215 MOD_RES
<222y 21).. @D
223> Nle

220>
223> C-¥j NH2

<400> 150

Tyt Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Ala Val Leu Ala Gln
1 4] 10 15

Leu Ser Ala Arg Lys Ala Leu Gln Asn Ile Leu Ser Arg
20 25
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[0225]

210>
Q11>
212>
<2133

<220>
€223

290>

C203F N

<2205
221>
222>
223>

<220>
221>
<222
223>
TR

220>
221>
2895
4223>

220>
K221
222>
203>
FER

<2205
221>
222>
223>
HR

D207
221>
2225

151

29

PRT
AT

JK;EF??@E@i%gH: %%ﬁﬁﬁk

MOD RES
(2)..(2)
D-Ala

MOD._RES
(4).. ()

ARG DI AR | & 1+ ZBEERENY alpha-Me S5-Il 3~

mise featiire
4)..®)
Ak 2 (R e B

MOD_RES
(8)..(8)

FEIRREE

LA — NI 0 1 % 144 ABEAEHER alpha-e S5-IRME-TIRRIBHE

MOD_RES
(21)..(21)

WAL S DR AT 1 B 14 ZEBE RN alpha-Me S5-IRIH -

misc feature
(21)..(25)
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[0226]

42202
221>
(222>
K223

400>
Tyr A
1

Leu Ser Ala Arg Ala Leu Leu Gln Ala Ile Leu Ser Arg
25

2105
N
212>

213>

£2207

223> N

2207
221>
<222
223>

<2207
221>

322 Bl S

MOD RES
(95).. (25)

CEALE AR AR 1 R i LR ER alpha-Me SE-RMEE-ARRIGIEE

MOD_RES
(20.. €D
Nle

la Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln

5

20
152

29

PRT
AL

3 NLFFIRUEET: &Rk

MOD_RES
(2)..42)
D-Ala

MOD_RES

10
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[0227]

289>
<2235

<220>
221>
222>
223>

220>
<2215
222>
223>
W

220>
@21>
222>
223>
=

220>
a2l
222>
eed

£9905
921>

<222>

223>
HR

<2205
<221y
<2225
<2235

2207
223>

<400>

(4. 4
WA A AR AR | i+ SRR alphaMe SS-IGE-TNERIGEIEE

mise fearure
4)..®)
2 2

MOD_RES
(8)..(®)
BEEE IR AK 1 B 1+ R ERED alpha-Me S5-Il -NERKEEZ
MOD_RES

(21).. U
BAE AR A 1 2 I BRI alphaMe S6-EE-HEBRHEER

mise Teature
(21).. (25)
b2 Sl RS

MOD_RES
(25). . (25)

MOD RES
@2n.. D
Nle

=5 OH

152

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

1

5 10 15
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Leu Ser Ala Arg Ala Leu Leu Glu Ala Ile Leu Ser Arg
20 25

210> 153
211> 29
<212> PRT
213> KLF3

220>
223> NTFeFUidil: ik

990>
<9235 N-#H

<2205

<2217 MOD_RES
222> (2)..(2)
223> D-Ala

[0228]  <220»
<221> MOD RES
222> (4).. (@)
223> BT AE A A 1 B 1+4 TR RED alpha-Me S5~ EE- N ARG IR 2
FER

220>
<221> misc feature
222> (4).,(8)

223> Bk [ IS TR

<2200

<221> MOD_RES

<222> (8)..(8)

223> WWILA & —PRURIM A 1 & 14 LBUEIEBEN alpha-Me SH-IMREE-TNAMGRE
HR

220>
<221> MOD_RES

<222> (21)..(21)

<2237 WAL E — DRI A § E 14 SORAOEEA alpha-Ve So-IRIBR-TUEBIGEA
R
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[0229]

42205

€221> misc feature
222> (21). . (25)
223> BREZ [T

220>
<221> MOD_RES
222> (25)..(25)

223> WEAE —PDIER AR 1 2 1+4 ZZHEEER alpha-Me SH-GE-HEARGER

g

220>
£221> MOD._RES
222> (2. . 21
<2935 Nlo

<2203
<2235 C-¥ OH

<400> 153

Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Glu

1 5 10 15

Leu Ser Ala Arg Ala Leu Leu Gln Ala Ile Leu Ser Arg
20 25

<210> 154
211> 29

212> PRT
213> N5

203> NTHHIIUL : &Rk
A0

<2235 N-¥i H

<9205

<221% MOD_RES
2225 (2)..(2)
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<223> D-Ala

<220

£221> MOD_RES

222> (4).. @)

<223 MBIAE—PRURM AR 1 B i+ TBME SR alphaMe S5-IEE-HEARBERE
R

220>
<221> misc Teafire

<2225 (4)..(8)
<2237 WREZ I8 FRCHK

L2205

<221 MOD_RES

2225 (8)..(8)

293> TENALE AT AR 1 B i+ AR alpha-Me So-RARE-TIEAMBEA
HIR

220>
¢291> MOD RES

[0230]  <222> (21),.(2D)
223> JEITEE NS | F i+ THR RN alpha-Me S5-IAE-FHEREER
H

£220>

221> misc -feature
$222> (21)..(25)
223> BRI (B HZZEE

€220>

<221> MOD_RES

222> (25)..(25)

223> AE —AXUER A 1 B 14 IR RN alpha-Me S5-IRMGHE-TN ARG
R

<220%
<221> MOD_RES
<992 (27).. (2D
<223 Nle

<2205
<223> C-¥i O
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52

.l

3

231/263 5T

[0231]

£400> 154

Tyr Ala Asp Ala lle Phe Thr Ala Ser Tyr Arg Lys Val Leu 6ly 6ln
5

1

Leu Ser Ala Arg Ala Leu Leun Glw Ala 1le Leu Ser Arg
20

<2107 165
<211> 29
212> PRT

213> AL

220>

223y NTFEFIRIRM: £ Bk

220>
223> N-um H

20>

221> MOD_RES
2225 (2)..(2)
223> D-Ala

AN

R

<2
2

P

429205
<221> MOD._RES
€222 (4)..{4)

10

25

15

<223> MLAE DB AR E De BRIEHY alpha-Me S5-I E-TN R

220>

€921> misc feature

<2227 (4)..(8)

€223y BREEZ A SE e

220>
(221> MOD_RES
222> (8)..(8)

€223% MEITAE AT A5 1 2 i+ TBATERG alpha-te SE-TRIEE-TN RMIE R

KR

<220>

302



CN 108929375 A }-%-— yu %EC 232/263 BT

221> MOD_RES

222> (2D.. 2D

<223 @A E - DUEINSE 1 5 i1 SEBATERY alpha-de S5-I R-THEMRIGEIRE
R

220>

221> mise feature
222> (21).. (25)
<223 BREZ A AR

<9900

<221> MOD RES

222> (25)..(25)

€223y BIAS—AWBIVAH I B 1+ LIEEBN alpha-Me S5-I WEBBRE
5

<220

<221 MOD_RES
€222> (27)..27)
<223» Nle

[0232] L220>
L0098y (i NH2

<4003 155

Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Ala Gln
1 & 18 15

Leu Ser Ala Arg Ala Leu Lett Gln Ala Ile Leu Ser Arg
20 25

€210 156
<211 29

<212> PRT
213y N4

<9205
223> NTITHIMBE: ARk

€220
<223> N-¥m H
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[0233]

220>

221>
222>
223>

220>
221>

<222>

223>
IR

220>
€291>
€299>

€223>

{2202
221>

299> {
£223>

AR

220>
221>
222>
223>
R

<2205
221>
K2227
<223>

<2205
<2215
<2225
223>
2

<2202
221>
<2225
223>

MOD_RES

2)..(2)

D=Ala

MOD_RES
(4)..(4)

I A AR A B i+ MR B alpha-Me S5IRIGE-THE MG LA

mise feature

(4)..(8)

MOD_RES
8)..(8
AL S —ASURAI R 1 B i+ RS alpha-Me S5-I E-HEMEER

MOD_RES

(21) .. (21)
WA S — AR R AR 1 B I+ TRRERR alpha-Me SH-RiGEE-N ARG B E

misc feature
(21).. (25)
R AR Bk

HOD RES
(25)... (25)
EHAEE AR AR | E i+ TBERERER alpha-Me S5-RIEE-HEMRGETR

MOD RES
7). @7
Nle
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42205
4223 C-%5 NH2

<400> 156
Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Ala Val Leu Ala Gln
1 5 10 15

Leu Ser Ala Arg Ala Leu Leu Gln Ala [le Leu Ser Arg
20 25

€210 157
211> 29
<2125 PRT
<213y ANTF4

<9205
223> NLFHIRIUH: & ik

[0234]  <220>
993> N-¥EH

220>

€221> MOD_RES
222> (2)..(2)
¢223> D~Ala

220>
<221> MOD_RES
222> (4).. ()
<223> LA —ADRURA 0 1 F 04 TR alpha-Me S5 RE-NARBRE

220>

221> mise feature
222> (4)..(8)

2237 kIR HY TR

<2200

<9217 MOD_RES
2227 (8)..(8)
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<223y I H G — DRI SR 1 & i+ WEHAERN alpha-Me S R-HERIBEE
B

220>

<221> MOD_RES

222> (21)..(21)

223> WILEE—MBIAR § £ i+ LR EEN alpha-Me S5-RIGE-ARBRIHEE
W

<I20>

<221> misc feature
£2225 (21).. (25)
<228> WAEZ R B

<220

221> MOD_RES

2925 (95).. (25)

<223 SN A S DR A 1 E i BRI alpha-Me SH-IUER-HERIBRE
e 8 0

42920y

<221> MOD RES
222y (27).. @D
<2235 Nle

[0235]

<2205
<223> C~¥ift NH2

400> 157
Tyr Ala Asp Ala Ilc Phe Thr Ala Ser Tyr Arg Lys Val Leu Ala Gln
1 5 10 15

Leu Ser Ala Ala Ala Leu Leu 6ln Ala lle Leu Ser Arg
20 25

210> 158
<2L1> 29

<2125 PRT
213> KNILF4

223> NTLFFIEIuE: A ki
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[0236]

220>
223> N-sm H

<220
<221> MOD RES
<2925 (2)..(2)
£223> D-Ala

220>
<221> MOD_RES

222> 4)..4)

€223y WUAE PRI | 2 i+ ZBRERN alpha-Me S6-IiiEi-NRWIERA
PR

{2207

221> mise Teature
€222> (1)..(8)

223> Lz (Al SR

<2207
<221> MOD RES

<022> (8)..(8)

223> WA A - DUURR e 1 F 4 TBMEER alpha-Me S5-RMEE-NERBER
e,

<220>
€221> MOD_RES

222> (21).. (21)

€223 BIEE —PIURI AT 1 E i+ SZRMEIER alpha-Me SE-IRMEE-HE MM A
R

2200

221> misc feature
222> (21)..(298)
223> BHEZ 8] RIS

220>

<221> MOD_RES

2225 (25).. (25)

03> TR A — RO | 144 RBMHERE alpha-Ve S5-rksE-PIEBOME R
8
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237/263 BT

[0237]

2907

<221> MOD RES
222> (27).. (21
223> Nle

¢220>
<098y €~ NHY

<An0> 158

Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Let Ala Gln

i b 10

Leu Ser Ala Arg Ala Leu Leu Gln Ala Ile Leu Ser Ala

20 925

210> 159
£211> 29

212> PRT
218> NI#%]

{2205
€223y NTFEAIMw: &k

$220>
{223y N=¥g H

220>

221> MOD_RES
<222 (2)..(2)
223> D-Ala

<2205
221> MOD RES
w22y (12).. (12)

223> JBILE & —XGEA 20 1 B 1+7 ZSBURIERAY alpha-Me R8-EME-HERGER

R

220>

€221 misc featilre
<222» (12)..(19)
223> FRE:Z IR ER
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[0238]

290>

2292> (19).. {19)

293> WS AU | B 144 W DHAESN alpha-Me S5-I E-HERGRE
g

2200

<221> MOD_RES
£222> (27).. (271
223> Nle

290>
<223> C-¥f NH2

<4007 159
Tyr Ala Asp Ala Ile Phe Thr Asp. Ser Tyr Arg Ala Val Leu Gly Glu
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Glu Asp Tle Leu Ser Arg
20 25

£210> 160
211> 29
212> PRT
213> ANTITH)

220>
223> ALY &k

<220
223> N-¥m H

<2005
<2215 MOD.RES
222> (8).. ()
<2235 D-Ala

{2207

<9215 MOD_RES
9225 (12)..(12)
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23> JERA A - DIURII AR | B 147 KEUAERY alpha-Me RS-FEIE-PIRRMER
R

220>

£221> misc feature
€222y (12)..(19)
223> BrAZ A 7Bk

{2207

<221> MOD_RES

<229 (19).. (19}

223> A DR AT 1 & it ZBMARER alpha-Me S5-I i-FIEREER
B

<2205

<221> MOD RES
<222> (27).. (271
223> Nle

220
€223> C~¥ NH2
[0239] . .
400> 160
Tyr Ala Asp Ala Ile Phe Thr Asp Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Asp Ile Leu Ser Arg
20 25

€210> 161
<211y 29
<2125 PRI
213> NT %

22907

23> N LFFIRRE: &Rk
29905

€993 N-3 i

<220y
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[0240]

221>
{299>
298>

220
221>
222

<223> Hk

R

4220
221>
{229
C223»
R

220>
€221
222>
228>

42205
<223>

<4005
Tyr A
I

Leu $

210>
211>
212>
€213

220>

- MOD_RES
®..©
D~=Ala

MOD_RES
(12).. 12
G — PR 2R 1 & 147 SBMEE RN alpha-Ve RS-FHA-HERIERE

> mise feature

(12).. (19)

3> BRI RIS

MOD_RES
(19)..(19)
A E DRI AR 1 % 4 SRR alpha-Me S5-I E BRI &

MOD_RES
(21).. D)
Nle

C=u NH2

161
la Asp- Ala Ile Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Glu
5 10 15

er Ala Arg Lys Leu Leu 6ln Asp Lle Leu Ser Arg
20 26

162

29

PRT
NIFH
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223> NTHFHIHE: &k

220>
223> N-¥g H

<2207

<221> MOD_RES
<2225 (2).. ()
€223> D-Ala

<220
<221> MOD_RES

292> (12).. (12)

223> JEHEE PR R 1 B 147 SRR alpha-Me RS-FIEE-THRBIG A
P,

42203
¢2215 mise fedture
222> (12).. (19)
223> FREL 6] HAEER
[0241]
<2200
<221> MOD_RES
<222> (19).. (19)
<223y WRTALE DR AR 1 & 14 LA alpha-Me SH-IRIEE-NERIS A
BB

<2205

<2215 MOD_RES
<222y 21).. @D
223> Nle

220>
223> C-¥j NH2

<400> 162

Tyt Ala Asp Ala Ile Phe Thr Asn Ser Tyr Arg Ald Val Let Gly Gln
1 4] 10 15

Leu Ser Ala Arg Lys Leu Leu Glu Asp Ile Leu Ser Arg
20 25
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2107 163
€211 29

<2125 PRT
1> NLFH

220>
<223> NLFBHIRE: & ik

<223> N-#fi H

€221> MOD_RES
€999> (2)..(2)

223> D-Ala

£221> MOD RES

€222> (12)..(12)

€223 WITA SRR 1 & 147 S HAN alpha-Me RB-EIGE-WEMIGRE
[0242] 4%

$220>
$221» misec feature

€229 (12)..(19)
223> FREZ M B

€220

<221 MOD_RES

<220 (19)..(19)

208> WIEE D WBRIDAE 1 B 1+ LB alpha-Me SH-IREE-TEMBER
HIR

£220>

<221> MOD_RES

229> (27)..(27)

228> Nle

<2205
4223 C~vf NH2

<400> 163
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Tyr Ala Asp Ala lle Phe Thr Asp Ser Tyr Arg Ala Val Leu Gly Glu
I 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Asp Ile Leu Ser Arg
20 25

2105 164
211> 29
212> PRT
218> AN L5

<2207
223> NIFEBIRIUY: & Bk

£220>
223> N-¥ H

2200
<221> MOD_RES
2225 (9)..(2)
223> D-Ala

[0243]

€220>

<221> MOD_RES

222> (12)..(12)

223> WEEE VRN AWK | B 1+7 THERN alpha-Me RS- I E- ARG RE
Uy

<2207

<221> misc feature
g9y (12). . (19)
228> FRELZ IRIACRE

€220

<221 MOD_RES

222> (19).. (19)

223> LA A DRI 1 B 1+4 ZRUEEE alpha-Me S5~ R E-HEMBIRE
IR

$220>
<221> MOD_RES
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<2225 (27).. (27)
€228> Nle

220>
€223 C-¥m NH2

<4002 164
Tyr Ala Asp Ala Ile Phe Thr Asn Ser Tyr Arg Ala Val Leu Gly Glu
1 5 10 1b

Leu Ser Ala Arg Lys Leu Leu Glu Asp Ile Leu Ser Arg
20 25

210> 165
211> 29
212> PRT
213> NTIp4

C220>

[0244] 223> ATFPSIRIBE: & aik

220>
<223> N-ui H

220>

<221> MOD_RES
€222 (2)..(2)
<223y D-Ala

220>

<221> MOD_RES

222> (12)..(12)

<2235 AL — IR A | % 147 ZBAE R alpho-Me RS-FHER-TIRBMRE
R

C220>

221> mise feature

2225 (12)..(19)

(223> BHk A AT

220>
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€221> MOD_RES
222> (19).. (19)

223> EITA A — A ERI AR 1 B v TBUAE SN alpha-Me S5-RIEE-HEMBRE
iR
29205

¢921% MOD_RES
2995 (7)., (27)
<2935 Nle

220>
<223> C-¥ NHZ

<400> 165
Tyr Ala Asp Ala Ile Phe Thr Asp Ser Tyr Arg Ala Val Leu Gly Gln
I 5 10 15

Lew Ser Ala Arg Lys Leu Leu Glu Asp Ile Leu Ser Arg
20 25

[0245] 210> 166

2115 29
<2125 PRI
218> NLFF)

2205
223> NIIPEIGuiE: &k

L2207
€223> N-¥m H

220>

<221> MOD_RES
€222> €2).. )
€223> D-Ala

<2205
221> MOD_RES

222> (4).. @)

<223 LA A ORI AT 1 4 TRAE NG alpha-Me SO-TRIGE- N AR
i
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[0246]

£220>
221>
222>
228>

€220%
221>
222>
223>
e

<2205
<221>
<222
<223
Hg

<220>
221>
222>
<223>

€220>
<2217
<925
<2237

220>
221>
822>
2237

<2205
<223

<400»

misc feature
(4)..(®)
S R

Y0D_RES
(8)..(8)
WA BRI A0k § i+ SCBMEEBY alpha-te S5-IRIBE-HEMMEE

MOD RES
2. D
TS AN 1 F 44 S OE R alpha-Me SE-IRIGE-THEMIGRA

misc feature
(21)..(25)
BRI A B

MOD_RES

(95).. (95)

VOD_RES
©n.. 27

Nle

166

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

1

5 10 15

Leu Ser Ala Arg Ala Leu Leu Glu Ala Ile Leu Ser Arg

20 20

317



CN 108929375 A }-%-— yu %EC 247/263 HL

[0247]

210> 167
11> 29

<212> PRT
213> NI

<2205
223> NILIFFIRIBa: & akik

290>
223> N-#h H

<220
<2215 MOD RES
€222> (2)..(2)
€223> D-Ala

250>

<221> MOD RES

222> (4)..{4)

<223y WA A — AT | © i+ SRS alpha-Me S5-RIBH-HEBRBEE
FER

220>

221> mise feature
222> (). . (8)

223> FRE BRI

220>
<921> MOD RES
€222> (8)..(8)

223> FWRLALE—PRUHARTE | % 144 LRIIERIN alpha-e S5~ [P BB
1
<2207

<221> MOD RES

<922> (21)..(21)

<223y WITEE PRI AE | B 14 CBYAEB alpha-Me SH-IRME-TNARERE
By

<2202
221> misc fTeature
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€222> (21).. (2h)
223> BB

220>

221> MOD _RES

€999> {25)..(25)

€923> WAL DRI 1 2 i1+ THERE RN alpha-Me S5-RBE-HEBRBREE
R

9207
(221> MOD RS
999y 497y, . (2%
<223> Nle

$220>
(298> C-3if NH2

400> 167
Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Glu
1 5 10 15

[0248] _ .
Leu Ser Ala Arg Ala Leu Leu Gln Ala Tlg Leu Ser Arg

20 20

£210> 168
211> 29
<212> PRT
213> ATIP3

220>

228> ANLIP3UM BEE: & pcik
220>

223> N-¥i H

220>

<221> MOD_RES

222 (2).. ()

€223 D-Ala

220>
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[0249]

221> MOD_RES

222> .. W

<2235 BITEE D ABERI AR | 2 14 TSN alpha-Mle S5-UIGH-NERBREA
Hm

220>

221> misc feature
222> (4)..(8)

2233 BRELZ AN AT

2200

¢221> MOD_RES

€222> (8)..(8)

223> JRISAA AWM AR © 2 1+4 BMEHENT alpha-lle S5-I R-THERGER
R

<2207

221> MOD_RES

22> (21).. 01

223> W EE TR Ak | 2 14 RBREREN alpha-Me S5-IRIGE-NERIGER
£~ 17

<2205
221> misc feature
€929> (21)..(25)
€223y WREEZ MR ER

$220>

<221> MOD_RES

€229 €25)..(25)

223 BIEE PR 1 F i TBRIERN alpha-Me S5-I E-TEREEE
HeWg

220>

€221 MOD_RES
£222> (27).. (2T
€223> Nle

(220>
<223> C-¥m N2

400> 168
Tyr Ala Asp Ala Ile Phe Thr Ala Ser Tyr Arg Lys Val Leu Gly Gln
1 5 10 15
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[0250]
Leu Ser Ala Arg Ala Leu Leu Glu Ala Ile Leu Ser Arg
20 25

<2105 169
211> 29
<212> PRT
213 ANLFEH

220>
223> NTIFHIRIBH: &k

<2202
<223> N-¥m H

220>
<221> MOD_RES
2225 (2)..(2)
€223> D-Ala

(220>
<221 MOD_RES

€222> (12)..12)

223> HITE S — OIS 1 B i+7 SBAREEN alpha-Me R&-EHE-HEMBEE
Hi

220>

221> ‘misc feature
€222> (12)..(19)
223> BRAEZ I

020>
<221> MOD RES
$2225 (19).. (19)

223> WA E—ATEE LT | % i+4 ZRAREBIN alphale ST-RIEE- FIARIERE
B
<220>

<2217 MOD RES
929y (271).. (27D
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42205
€223 C-3 NH2

<400> 169
Tyr Ala Asp Ala Ile Phe Thr Asn Ser Tyr Gln Ala Val Leu Gly Gln
1 5 10 15

Leu Ser Ala Arg Lys Leu Leu Gln Asn [le Leu Ser Arg
20 25

€2105 170
<211y 29
<2125 PRT
213> NTIFH

<9205
223> NLFHIRIUH: & ik

[0251] <220
993> N-¥EH

220>

€221> MOD_RES
222> (2)..(2)
¢223> D~Ala

220>

221> MOD_RES

222> (12)..(12)

223> BHES —ADIURM A | B 07 SEBAREI alpha-Me R~ VA NAMBRE

220>

221> mise feature
222> (12)..(19)
223> FhELZ 1Al AC Bk

<2200

<9217 MOD_RES
222> (19).. (19)
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<005y ISR 1 E 1+ SEMREBN alpha-Me S5-I EE-THEAREEE
=Nl

X220>

¢221> MOD RES
€222> (27).. (27D
293> Nle

£2207
£223y C—u NH2

400> 170
Tyr Ala Asp Ala Ile Phe Thr Asn. Ser Ty Arg Ala Val Leu Gly 6ln
1 5 10 15

Leu Ser Ala Gln Lys Leu Leu Gln Asn. Ile Leu Ser Arg
2 %

210> 171
211> 29

€212> PRT
218> AT

[0252]

K220
223> NUFHIME: & Rik

220>
<223> N-#H

<0203

<221 MOD_RES
<2225 (2)..(2)
223> D-Ala

220>
<221> MOD_RES

222> (12)..(12)

223> BRGNS 1 1+7 B (S5 A VEAI I Wkt S5 52 B A) Y alpha-Mo R8~
B - TNER G B 5

£220>
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221> misc feature
72925 (12)..(19)
€223 FhIE2 AP ER

220>

221> MOD_RES

222> (19)..(19)

223> WILAA R4 1 B 144 A2 (5 MR RG T k B s B JE 4200 alpha-Me $5—
- TR PRI I e e

<220
£221> MOD RES
222> (7)., (27D
€223> Nle

<293> C~m NH2

<400> 171
Tyr Ala Asp Ala Tle Phe Thr Asn. Ser Tyr Arg Ala Val Leu Gly Gln
1 5 10 15

[0253]

Leu Ser Ala Arg Lys Leu Leu Gln Asp Ile Leu Ser Arg
20 25

<210> 172
211> 29

<212> PRI
213> ANLFFH

220>
223> NLFFIRIHH: &k

220>
<223> N-¥ H

<2203

<2215 MOD RES
2225 (2)..(2)
£223% D-Ala

324



CN 108929375 A }-%-— yu %EC 254/263 BT

<220

<2213 MOD_RES

222> 4).. @)

223> i HE GBI 1 2 i+ R BRE SN alpha-Me S5-Ih B ZIRIGEZ
R

220>
€221> misc feature
<222> (4)..(8)

<2237 BRI A AERE

220>
<221> MOD RES
222> (8)..(8)

€293 HITE & —AIERII AW 1 B i+ TRHEIE R alpha-Me SEIRIRE-TNERBIRE
W
220y

221> MOD RES
€222> (21).. (21)
€223 M A S P IBE AN 1 B i+ TR alpha-Me SE-Ike AN E MG R
R
[0254] "
2207
221> wise feature
222> (21).. (25)
<2235 BRI MM EE

<220

€221 MOD_RES

<229y (25), . (25)

223> WA E— DRI | B i+4 FEEEEN alpha-Me 85-IGH-THEBRIEEE
B

$220%

<221> MOD RES
@222y (21).. 27)
€223 Nle

<2202
<223> C-¥m NH2

24005 172
Tyr Ala Asp Ala Tle Phe Thr Ala Ser Tyr Arg Lys Val Lew Gly Gln
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L 5 10 15

Leu Ser Ala Arg Ala Leu Leu Gin Ala Tle Leu Ser Arg
20 25

210> 173
211> 29

212> PRT
@13y NTHI

L2200
€223y NTFFFIRIBH: rrkik

L220%
223> N-%ij HBS

220>
<221> MOD RES
82> (3)..43)

[0255] sy mar

2205

221> MOD_RES

229y (21).. (1)

223> EITEE—NER AW 1 B D4 RSB RN alpha-Me S5-I E-H ARG IR

B

2207

221> misc feature
€222% (21).. (25)
223> BREEZIE] ATk

220>

€221> MOD RES

£222> (25). . (25)

<223y WIS —NRGEII AT | B i SBHAE N alpha-Ne S5-IRIER-HERIBEE
B

<220

<221> MOD RES
2295 (27). . (21)
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293> Nle

220>
€223> C-¥ NH2

<400> 173
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221> MOD RES
222> (2T .. D)
<223> Nle
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