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LA TAHARMEEDY

Ac—hCha—c (Asp—His—-D-Phe-Arg-Trp-Gaba-Lys) —NH,

D-Phe—c (Cys-His-D-Phe-Arg-Bip— B -Ala-D-Cys) ~Thr—NH,

D-Phe—c (Cys—His-D-Phe-hArg-Bip— B —Ala-D-Cys) —Thr-NH,

D-Phe—c (Cys-His—D-(Et) Tyr-hArg-Bip— B -Ala-D-Cys) —~Thr-NH,, I

D-Phe—c (Cys-His—D-(Et) Tyr-hArg-Trp— B -Ala-D-Cys) ~Thr—-NH,,

B AT Z R

2. ZiH AW, AL BRI A A E RIBURIESR 1 4 &4, 8O 245 T 26, FTm] 25 R 2%
(ENER RS I
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B R R KB iK

[0001]  ACHIE & HE H N 2006 4 7 H 10 H R WA FRN B 2R &R 32 ARRA” 1 E &
I 200910174061, 9 (43 2 HE , oo [ 40) H14E 200910174061, 9 4k B 4 F5 hy« B
B R S ARTRAR” () B ) RS 200680032423, 5 ([ Fr HH i 5 PCT/US2006,/026586) [
FEPIE.

[0002] REHH &

[0003] AR AHUL R I, & —FPE 2 P B R E 24k (MC-R) FITCAE, ¥ K BTk ki ] 2
F 2k, ¥ KA FH 2R BB 7 IR FLBh P K 7 3%, B 88 Je 08 IR Bk i 24 &4 -
[0004] R R B E JE T VR 5 Bk R, Hom ik iR ERT 2 R R (POMC; 131 MR K )
(R PEJG N T IR . POMC 40 TRk = 2R ¥R AR R R B IR B sz, Fl 2 py
Jik (431 1, AR FE R 25D (Cone, %5 A, Recent Prog. Horm. Res., 51:287-317, (1996) ; Cone %
A, Ann. N. Y. Acad. Sci. , 31:342-363, (1993)) .

[0005] AL IEFMNAL T RINT BIZ M E, ik H LU FE. B EIR. 5k =2
FU BRI OB AL BOIR AR FERE . 250 . B AERR (Tatro, J. B. 28 A, Endocrinol. 121
:1900-1907 (1987) ;Mount joy, K. G. Z£ A, Science257:1248-1251(1992) ; Chhajlani, V. %&
A, FEBS Lett. 309:417-420 (1992) ;Gantz, I. Z& A J. Biol. Chem. 268:8246-8250 (1993) #I
Gantz, I. ZE A, J.Biol. Chem. 268:15174-15179(1993)) .

[0006]  EL483K UH A 7 5 25K R & Bl AR SR PR, RS AT N RCAZ B dE L R e
B IR RERR, DL RGN . B T eI S B BR RS R (R B R
JR 2, ACTH) B 240 e (2 BB ER, MSH) [ A RN /E AL, i O 40 3% IH B2 7 o 2= & il o0
L8 28 G BRI I VR 1 RURE RO LAt A 22 T A A I, 04 (L R R AR R A A ) i
25 (De Wied,D. % A ,Methods Achiev.Exp.Pathol. 15:167-199 (1991) ;De Wied,D. ¢
A, Physiol. Rev. 62:977-1059 (1982) : Guber, K. A. 2 A, Am. J. Physiol. 257 :R681-R694 (
1989) :Walker J.M. ZE A, Science210:1247-1249 (1980) :Murphy, M. T. Z& A\, Science221
:192-193(1983) ;Ellerkmann, E. 2 A, Endocrinol. 130:133-138(1992) #il Versteeg, D.
H.G. 2 A ,Life Sci.38:835-840(1986)) .

[0007] T ARHEER ARG AN S MIEVF 2 A FRHLS A, A HEH AT
AT R B AR R S B - i B BRE T R PR AR AL 2 DL BB B R R . 124
OV RAE T P B R ZAK (MC-R) » X 2640 55 BB R 40 fu s = ME 24k (MC1-R) .5 |E
HR% 57 5 HF 5 P ACTH 524 (MC2-R) « B2 )7 it & -3 (MC3-R) - 22 J7 it &% 4 (MC4-R) I 22 7 Jiy
-5 Ak (MC5-R) o FIT A I A B o1 232 52 M S R JOR 8 22 28 i) O B 38E (MSH) (Cone, R.
D. Z A, Ann. N. Y. Acad. Sci., 680:342-363(1993) ;Cone, R.D. % A , Recent Prog. Horm.
Res., 51:287-318(1996)) .

[0008]  7E ATk AR AE B 22 Al O S R A2 48 (MSH-R) A2 B R 40 MR B 22 2 AR B A I
JRER -1 SZARI MCL-R 2 315 NMEIER MBI E D, HE T - OB E KR MC1-R 2
MSH F ACTH [ 3244 . MCL-R 3G PEH G- EANT, HSE IR R LEE . 72 R Z A
R R AL B % Rh HAd 4 23 b R TR MCL-R 324K, BTk HoAh 4L 230 B b F 4 e i

3
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W ON S L 2, TR R A R 5 . MC2-R RRIVEAR '] IR R i 23244 (ACTH-R) ,
SELE R RS B BT A LA R I 297 2 BRI S B R - MC2-R 43 ACTH (142
B ERR R . AN, MC3-R 2 AEMNA AR R IR 360AA 25 15T s7E /N BRATR B
MC3-R 52 323AA F BT MCA-R J& 332 MU LR I #5 i a1, FLA A8 i DA S IR B0 i 2 2R e
Tk MCH-R BAEE L B AL th R IA 1 325 R R 185 M 8 1 FF HAE M+ DARK
AR IE . MC5-R WAE =2 BIR R BT Hh, 32 A5 ™ A= 1 (] B () B0 At e 3k
[0009] SR, 3X TLAP AN B R ot 22 2 AR I Bh e AN A o 481401, MC1-R 42 G £& IR BRI 5244,
FOF AT R o -MSH (MC1-R B3R FIBENAD AR . MC1-R 3Z24& K50 S EUIE B %=
éﬂiﬂ’@,,\%lﬁ_ﬁééﬁﬂi‘m&ﬂﬁﬁf P fEls. MC1-R FyBshit B A& /EH . MC2-R ¥
PR T LS ECE DR S0 . Bl 1 24 BRI B CL4 i 5 T I MCA-R 32442 43 A
AR5 R BN RIS ORI E B9 AN B E B 2 . MC3-R 1 MC5-R )3
mwm EARF
[o010]  X%f & J% ;i &= (MC-R) %ﬁﬁﬂ’ﬁiﬂiﬁfrﬁﬁ?‘Jﬁﬁﬁi%%ﬂﬁﬂﬁlﬁﬂ%ﬂ%ﬁ)ﬁEI@
B BYE T R B B AR AR AR K B % R B AT S R 2 38 I U R 35 () MCA-R 32 K 45
B A F B E bR (Giraudo, S. Q. & A Brain Res., 809:302-306 (1998) :Farooqi, I.
S. % A ,NE J Med., 348:1085-1095 (2003) ;MacNeil,D. J. % A ,Eu. J.Pharm. , 44:
141-157(2002) ;MacNeil,D. J. % A ,Eu. J.Pharm., 450:93-109(2002) ;Kask, A. %
N, NeuroReport, 10:707-711(1999) ) o 485 52 441 $6 P 38 sh 7 A o) (1 34 R ik BH 2R
J 51 2R S A0 , JUH 2 MCA-R [RVRITH 7T
[0011] W& — PPk 2 Pl R K2 o 28 S AR IR sl 771 $is uod B oA El A Ak &40 mT LA T
VBT 5 BB AL T HAE [ P () 2 P00 BORE , A0 45 SR A P 28 PR, A B RORE (3R
E & F) 5 6,613,874;Catania, A. Z& A\, Pharm. Rev., 56:1-29(2004)), # M %m¥wm ( FE H
L H|'5 6,713, 487;Catania, A. ZF A, Pharm. Rev. , 56:1-29(2004) ), i % %iE (Catania, A.
S N, Pharm. Rev., 56:1-29(2004)), Wk & iE (35 B & F| 5 6,613,874; £ H & H 5
6, 713, 487;Catania, A. &5 A, Pharm. Rev. , 56:1-29 (2004)) FIk AR v (£ EH LR S
6,613,874 Catania, A. ZE A , Pharm. Rev. , 56:1-29 (2004)) ; EA7 [ & 4238 4143 (1955 95 1
KRBT & (EEERS 6,713,487 Catania, A. 25 A, Pharm. Rev. , 56:1-29 (2004) ),
JEREILTT K (Catania, A. ZE A, Pharm. Rev. , 56:1-29(2004), Getting, S. J. Z£ A , Curr.
Opin. Investig. Drugs, 2: 10641069 (2001)), F12£ & PEuEfL ((3EEH L F)'5 6, 713, 487) ;
4 B A F 3G K ARG 2 AT R 22RO AR E (32 &R 6, 613, 874; £EH L H] 5
6,600, 015;Fehm, H. L. %% A_, J. Clin. Endo. &etab. , 86:1144-1148 (2001) ;Hansen, M. J. %
A ,Brain Res., 1039:137-145 (2005) ;Ye, Z. % A, Peptides, 26:2017-2025 (2005) ; Faro
oqi, I.S. & A ,NE J Med., 348:1085-1095 (2003) ;:MacNeil,D. J. % A ,Eu. J. Pharm. , 4
4:141-157 (2002) ;MacNeil, D. J. % A, Eu. J. Pharm. , 450:93-109 (2002) ;Kask, A. %% A ,
NeuroReport, 10:707-711 (1999) ; Schwartz, M. W. , J. Clin. Invest., 108:963-964 (2001)
, Gura, T., Science, 287:1738-1740 (2000), Raffin-Sanson, M. L. , Eu. J. Endo. , 144:207-
208 (2001), Hamilton, B. S. % A , Obesity Res. 10:182-187(2002)), # &y (FEH &
) 5 6,720, 324;Fehm, H. L. %5 A, J. Clin. Endo. &etab. , 86:1144-1148 (2001) ;Pontill
0,J. & N\ ,Bioorganic&Med. Chem. Ltrs. , 15:2541-2546 (2005)) 13 — Jgi 2¢ & 1iF (GE, Y.
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SN, Brain Research, 957:42-45(2002)) ; £ B 75 14 25 805 B9 A2 98 A ES 220K 20, 4
KA (EEEF S 6,613,874;Wisse, B.R. ¢ A, Endo. , 142:3292-3301 (2001) ), %

SiE (EEERS 6,720,324), LW HEIE Marsilje, T. H. 25 A, Bioorg. Med. Chem. Lett
., 14:3721-3725(2004) ;Markison, S. % A , Endocrinology, 146:2766-2773(2005)), %
PR (EEEFS 6,613,874; Lechan, R. M. %5 A, Endo. , 142:3288-3291 (2001) ;Pontill
0, J. % N ,Bioorganic&Med. Chem. Ltrs., 15:2541-2546 (2005) ), J& %5 5 ( 3 E & F| =5
6,639, 123) FEgsE NiHE (EELF5 6,639,123) ; FEIRMH (FELHS 6,713, 487)
R FR 9 FH 9 1) 5% Jos AU JR g 1 ROE, A I s ( 3 [l & R 5 6, 525, 019) 5 Ji 3
& (FEEEFR S 6,713, 487) W7 s (Sturm, R. A. , Melanoma Res., 12:405-416 (2002) :
Bastiens, M. T. Z& A, Am. J. Hum. Genet. , 68:884-894 (2001)), A1 Hj % i & (Luscombe, C.
J. 2 A\ ,British J.Cancer, 85:1504-1509 (2001) ; 4 4 B P & 220K W, 0+ 5 W
S nE (R LM 5 6,713,487) M P F 5 th i (£ &R 5 6,613,874),
heemag (EE % RS 6,720,324;Van der Ploeg, L.H.T. 28 A ,PNAS,99:11381-11
386 (2002),Molinoff,P.B. %2 A ,Ann.N. Y. Acad. Sci., 994:96-102(2003), Hopps, C.
V. 2 A ,BJU International,92:534-538(2003)), % #8 I #& Iz 2 (( 2% [{ & F| 2
6,613, 874;Diamond, L. E. 2 A, Urology, 65:755-759(2005), Wessells,H. Z A , Int.
J. Impotence Res., 12:S74-S79(2000), Andersson, K-E. 2 A , Int. J. Impotence Re
s., 14:582-S92(2002), Bertolini, A. et. al., Sexual Behavior:Pharmacology and
Biochemistry, Raven Press,NY,p 247-257(1975) ;Wessells,H. Z A , Neuroscience
, 118:755-762(2003), Wessells, H. 2 A , Urology, 56:641-646 (2000), Shadiack, A.
M. 25 A ,Society for Neuroscience Abstract, (2003);Wessells,H. Z& A , J.Urolo
gy, 160:389-393(1998), Rosen, R.C. % A , Int. J. Impotence Res., 16:135-142 (2004
), Wessells, H. 25 A, Peptides, 26:1972-1977 (2005)) H1 L P rh [ A (0 M & B (38
+ F] 5 6,713, 487 :Fourcroy, J. L., Drugs, 63:1445-1457(2003)) : Ve 7T Bk Z M1 88 B
1 IR R BORE A A% B R A R (SR LM T 6,713, 487; Catania, A. 58 A, Pharm.
Rev., 56:1-29(2004) ), kil A1 B E v #1145 Mioni, C. Z¢ A, Eu. J. Pharm. , 477:227-23
4(2003) ;Catania, A. % A, Pharm. Rev., 56:1-29(2004)), & B& 11 1% ¥ 97 A3 45 1 &
4 (Sharma H.S. 2 A, Acta. Nerochir. Suppl., 86:399-405 (2003) ; Sharma H.S., Ann.
N. Y. Acad. Sci. 1053:407 - 421(2005) ; 3 [H % |5 6,525, 019), BL R AL 527 i U T
i B AT EL#E K A 2 R (Harris, R.B. 28 A, Physiol. Behav. , 73:599-608 (2001)) %
N 51 B4R R O ML R B R ORE, T L PR fR B8 (Catania, A. %5 A, Pharm.
Rev., 56:1-29(2004)), L¥E VAR 5E (3£ LA 5 6,613,874), IRMLF MR (£ H
BH5 6,613,874), L IMUERAE (RELH S 6,613,874) ALLPEEM BT Markison, S.
% N, Endocrinology, 146:2766-2773 (2005) ; fifi 3 % J5 B JiE, 01 20 14 0F W2 18 45 &
fiE (£ M %R 5 6,350,430;Catania, A. 25 A, Pharm. Rev. , 56:1-29 (2004) ), 15 % fH &
PR (ZEE LR S 6,713,487), WG (ZEE LR S 6, 713, 487) Ffiti A 44k, 198 4
JE i 5 (Luger, T. A. %5 A, Pathobiology, 67:318-321(1999)) M1 K 471 %f % 4% 2 4 (K I
i, 5 A B JEAE O i Bl (SRE B AT 6, 713, 487) Bids B AR (EE TR
%5 6,713, 487;Catania, A. 2 A , Pharm. Rev., 56:1-29 (2004)) ; J7 JJ395 AR 5 W1 4R J5 9

5
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697 (RHE LR T 6,713,487), KK RYIE 2w (RE LR 5 6,713, 487;Ye, Z.
2 N, Peptides, 26:2017-2025(2005)), # J& (Hatta,N. Z& A, J. Invest. Dermatol.
, 116:564-570(2001) ;Bohm, M. 2% A , J. Invest. Dermatol., 118:533-539(2002)), ¥
RIZIER K (FHEH L H 56,525 019) A F k% (Sturm, R. A. , Melanoma Res., 12:4
05-416 (2002) ;Bastiens, M. T. %2 A , Am. J. Hum. Genet. , 68:884-894 (2001)) ; 4T M.
HAR fh 28 R G B 48 e IR B R E, AR R (SRR RS 6, 720, 324;Pontillo, J.
2= N, Bioorganic&Med. Chem. Ltrs., 15:2541-2546 (2005)), 1 fl HE (Chaki,S. %
N, Peptides, 26:1952-1964 (2005), Bednarek, M. A. Z& A ,Expert Opinion Ther.
Patents, 14:327-336(2004) ; 2 H & H| 5 6,720, 324), iCZ MiCiZ Theebang (EH %
F) 5 6,613,874;Voisey, J. Z& A, Curr. DrugTargets, 4:586-597 (2003) ), & ¥ & J&§ X
B (£ EH % Fl 5 6,613,874:Bertolini, A. Z& A, J. Endocrinol. Invest., 4:241-251(
1981) ;Vrinten, D. Z& A , J. Neuroscience, 20:8131-8137(2000)) 1 V& 47 # 4 M 9% &
(Pontillo, J. 28N\, Bioorganic&Med. Chem. Ltrs., 15:2541-2546 (2005) ) ; 5% I0 &I
HAD / B ERS h EE SS R RE AR (W005/060985 ; Navarro, M. 28 A, Alcohol Clin. Exp.
Res. , 29:949-957 (2005) ) ; FI'E i hiE LA , W' PR BT KV6 9T (Markison, S. 56N L E
ndocrinology, 146:2766-2773 (2005) ) BN R ERM (32 ELH)5 6,613,874) .

[0012] BV —FhER 2 Ph R B2 1 2= S AR I BCAR AL A 00 m] LA T3 79 75 1 52 30
() 22 P I A BCE W RS ATE T, B4 FUIRIR OB (RE LR 5 6,613, 874), BE[H Fil &
R (SR E LR 'S 6,613,874), i (REL RS 6,613,874), Mk (RELF'S
6,613,874), L& (RELH'T 6,613,874), MERKKE (FELH'T 6,613,874), ML
m (EEEHNS 6,613,874), MK (E£EELEF S 6,613,874), HUH. HENIKE
(Dumont, L. M. Z5 A, Peptides, 26:1929-1935 (2005), SPEEE (EFHEH S 6,613, 874),
ks (RELRT6,613,874), MEFLEM FSH - (EEELHT 6,613,874), FEW
HILAEK (ERELHS 6,613,874, 2% (EELH T 6,613,874), KA (FHE
F'56,613,874), FIaFIMEER W (FE LR 5 6,613,874), #hafry (FEEH LR
6, 639, 123) fipp A K (RELH]56,613,874) YU WIas) (EE LR 6,613,874),
2] (REELRS 6,613, 874) FIHARAT A (RELH]5 6,613,874) .

[0013]  EAII, AR BH I —A™ B A2 R4k 55 R 5 3 52 A4 1 P A4, G 3B tH BE R SR ()R8 B2 i
O ARTCAR T K AR S8 TR B R B R S AR e B

[0014] R EHREIA

[0015]  —Jjiil, A K ¥ BARPE (D A -

[0016]  (R'R’)-A'-c (A*-A°-A*-A"-A-A"-A%-A") -A""-R'

[0017] X :

[0018]  A'S& Acc.HN-(CH,),~C(0) . L- B D- G EEE , Bk ;

[0019]  A™J& Cys.D—Cys. hCys.D-hCys. Pen.D-Pen. Asp, B Glu;

[0020] A’JZ Gly.Ala. B —Ala. Gaba. Aib. D- Z M , BiEL .

[0021]  A%& His.2-Pal.3-Pal.4-Pal. Taz.2-Thi.3-Thi, 8¢ (X', X*, X°, X, X°) Phe;

[0022] A& D-Phe. D-1-Nal. D-2-Nal. D-Trp. D-Bal. D-(X ', X*, X°, X*, X°) Phe. L-Phe E{
D-(Et) Tyr;
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[0023]  A°J Arg.hArg.Dab.Dap. Lys. Orn, B HN-CH((CH,),~N(R'R*))—C(0) ;

[0024]  A"J& Trp.1-Nal.2-Nal.Bal.Bip.D-Trp.D-1-Nal.D-2-Nal.D-Bal B¢ D-Bip;
[0025] A2 Gly.D-Ala.Acc.Ala. B —Ala.Gaba.Apn.Ahx,Aha,HN-(CH,) .—C(0), BE#HLZ
[0026]  A%S% Cys. D-Cys. hCys. D-hCys. Pen. D-Pen. Dab. Dap. Orn, BX Lys;

[0027]  A"}& Acc. HN-(CH,) —C(0) . L- B D- 2 £ , BiHksk ;

[0028]  R'Jf& —OH, B¢ —NH ,;

[0020]  R*AII R °%% [ ERERME L R MO [ Hy (C=Cy) BEdE. (C,=Cyp) 4kt (C,—Cyp)
@%%\ (Cz_c30> '}%%\ (C2—C30) H&%\%% (C1_C30) kﬁ%\%% (C1_C30> @%%\%&Eﬂtﬂ’\] (CI_C30>
B BRI (C,=Cyp) FeMidE R HARIK (C,—Cyp) Wi B HARIK) (C,—Cyp) 45 225 1 HAR Y
(C,=Cyp) JRIE HEHURII 7 I (C,=Cyp) it B AR 5 B (C,—Cyp) MRS

[0030] R R°& E ARG T2 He (C,=Cy) Bk, (C,—Cp) ZbEHE. (C,—C,) B,
(C,=Cy) Mt (C,=Cyp) FRIE. L (C—Cyp) Fidik. 5 5L (C—Cy) BRIE B ELACH (C—Cy) T
e W E (C=Cyo) ARBEHE A EUANHY (C=Cyo) BRFE A BANHT (C,=Cho) i A BUARHY
(C,=Cyo) JRIE HEHURII 5 2 (C,—Cyp) ot AU FF 2 (C,—Cyp) Wit (C,—Cy) Fr AT
H&, B —C(NH) -NH,;

[0031]  m fEAFRRIF O MO 1.2.3.4.5.6 B 7;
[0032]  n FERRFMFH LT MAZHIE 1.2.3.4 8L 5;
[0033] s ZERERME I AL 1.2.3.4.5.6, B 7;
[0034]  t FEAFRME I NI HE 1.2.3.4.5.6, 3L 7;

[0035] X'\ X°\ X\ XURT X ° %% E ARG 00 ARSI HOFL CLyBry Iy (Cy ) BEdE AR
(1) (Cy 1) Jeds (Cy 1) M HHUARHYT (Cy ) MidEL (C, ) BRI HEEUAR (C, ) FRIE TS
B AU A F5 5L L OHL NH,\ NO,, BX CN;

[0036] %At/

[0037]  (I). M RYE (C,~Cy) BEIL.F5H (C—Cyp) BEIEMEHURIK (C—Cyo) BEIE 4 HUR 1
F5 5 (C—Cyp) B, (C,—Cp) i IERRMEIL . B —C (NH) -NH I, FB-4 R HBK (C,—Cy) HEdk
(C,=Cy) FeJedE (C,=Cy) Mtk (C,Cy) BLIE FFHE (C—Cyp) FEdEHEHUAHT (C,—Cyp) Fudk
B EURET (C—Cp) ZRBEE HHUARI) (C,—Chp) M HHELARY (C,—Cyp) B, BB EUAI T
A (C—Cy) otk ;

[0038]  (ID). 4 R*A (C,=Cyp) BEEE. FFHE (C,=Cyp) BEEEHEERARH (C,=Cyo) BEIE. BLAHAUAY
E/‘J%% (C1_C30) @E%Iﬁ" R37~Elli H. (C 1_C3o) }:Jiﬁ%\ (C1_C30> Zﬂ%};—ﬁ%\ (Cz_c3o) ‘}%%\ (CZ_C30) Jg%
B AR (C—Cap) BEEE B IR (C,—Cyp) el B HARIR) (C=Cy) ZRBEHE A HARIK) (C,—Cap)
I AU (C,—Cap) B BB AR 55 2 (C,—Cyo) Jii it

[0039]  (IT1).A’BK A B #H LAUFAET Brid b 59

[0040]  (IV). 4 A®J& Cys.D—Cys.hCys.D-hCys.Pen.H& D-Pen i}, A *& Cys.D-Cys.hCys.
D-hCys. Pen.8{ D-Pen;

[0041] (V). 4 A®J& Asp BE Glu B}, A °J& Dab. Dap. Orn, BY Lys;

[0042]  (VI). 34 A*JE Ala B Gly B}, A ' 42 Nle;

[0043]  (VII). 4 A'BRZeRT, R *H1 R °ASREHSAE H;

[0044]  BRIHATZG IR



CN 103755786 B i BB 6/68 7

[0045] RiHE B — A& LS Y2 H b AYZ A6e. Gaba. Nle. Met. Phe. D-Phe.
D—2-Nal. hPhe. Chg. D—Chg. Cha+ hCha. hPro. hLeu\ Nip. B -hMet BY Oic;

[0046]  A’J& Cys. D-Cys. hCys. D-hCys. Pen, D-Pen. Asp BX Glu;

[0047]  A*Z Gly.Ala.D-Ala.D-Glu. B —Ala. Gaba. Aib, B{E: ;

[o048]  A“E His;

[0049] A& D-Phe.D-1-Nal.D-2-Nal.D-Trp.D-Bal, B¢ D-(Et)Tyr;

[0050]  A°fE Arg, BY hArg;

[0051] A"SZ Trp.Bip.D-Trp.1-Nal, 8% 2-Nal:

[0052] A% A6c. Ala. B —Ala. Gaba. Apn, BY Ahx;

[0053]  A’f& Cys. D-Cys. hCys. D-hCys. Pen, D-Pen, B Lys;

[0054] A& Thr, BRHRZ,

[0055]  BRHLAIZG HIEE.

[0056]  Hi 2 AL AW 1K) — L AR I KAk B2 o o RO R 4% E T b ol H B S 1F 7
FEEE T BB AT 25

[0057] (D) WAL KA R prA &Y i T

[0058] A'JZ Acc.Arg.D-Arg.Cha.D-Cha.hCha.Chg.D-Chg.Gaba.Ile.LeushLeu. B —hMet-
2-Nal.D-2-Nal.Nip.Nle. Oic. Phe.D-Phe. hPhe. hPro, Val B{H2 ;

[0059]  A”S2& Cys.D-Cys. Pen BY Asp:

[0060] A’ Gly.Ala. B -Ala.Gaba.Aib.D-Ala.D-Abu.D-Cha.D-Tle.D-Leu.D-Tle.D-Val
BRERK

[0061]  A*JE His B 3-Pal;

[0062]  A°f& D-Phe.D-2-Nal B D-(Et) Tyr;

[0063] A% Arg BR hArg;

[0064]  A"f& Trp.1-Nal.2-Nal.Bal.Bip 8% D-Trp;

[0065]  A%Z Gly.D-Ala.Acc.Ala. B -Ala. Gaba. Apn. Ahx. Aha B{#:2%

[0066] A°)% Cys.D—Cys.Pen BY Lys:

[0067]  A'J& Thr BRHkZK ;

[o068] Mot A'B A P F A — AMEA T H B,

[oo60] B TI 25 Al £

[0070] Wi 0 4H ) SEARIE Ak &4 2 Hoh Frid Ak &4 5 F K-

[0071]  Ac—Nle—c (Asp—His-D-Phe-Arg-Trp— B —Ala-Lys)-NH,; SEQ ID NO:1

[0072] Ac—Nle—c (Asp—His—D-Phe-Arg-Trp—A6c-Lys)—NH,; SEQ ID NO:1

[0073] Ac—Nle—c (Cys—His—D-Phe-Arg-Trp—Ahx—Cys)-NH,; SEQ ID NO:2

[0074] D-Phe—c(Cys—His—D-Phe-Arg-Trp—-Ala-D—Cys)-Thr—Ni,; SEQ ID NO:3

[0075] D-Phe—c (Cys-His—D-Phe-Arg-Trp— B -Ala-D-Cys) -Thr-NH,; SEQ ID NO:3

[0076] D-Phe-c (Cys—His-D-Phe-Arg-Trp—-Gaba-D-Cys)-Thr-NH,; SEQ ID NO:3

[0077]  Ac—Nle—c (Cys—His—D-Phe-Arg-Trp—Apn—Cys) —NH,; SEQ ID NO:2

[0078] Ac—Nle—c (Asp—His—D-Phe-Arg-Trp—Apn-Lys)-NH,;SEQ ID NO:4

[0079] Ac—A6c—c (Asp—His—D-Phe-Arg-Trp—Gaba—Lys)-NH,; SEQ ID NO:5
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[0080]
[0081]
[0082]
[0083]
[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[0096]
[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]
[0116]
[0117]
[0118]

Ac-D-2-Nal-c (Asp—His—-D-Phe-Arg-Trp—Gaba—Lys) -NH,; SEQ ID NO:6
Ac—Cha—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:6
Ac—Nle—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:6
Ac—Nle—c (Cys-D-Ala—His-D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:7
Ac—Nle—c (Cys— B —-Ala-His-D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:7
Ac—Nle—c (Cys—Gaba-His—D-Phe—-Arg-Trp—Cys) —-NH,: SEQ ID NO:7
Ac—Nle—c (Cys—Aib—His-D-Phe-Arg-Trp—Cys)-Ni,; SEQ ID NO:7
Ac—Nle—c (Cys—Gly—His-D-Phe-Arg-Trp—Cys)—Ni,; SEQ ID NO:7
Ac-Nle—c (D-Cys—Ala—-His-D-Phe-Arg-Trp—Cys)—Ni,; SEQ ID NO:8
Ac-Nle—c (D—Cys—D-Ala-His-D-Phe-Arg-Trp—Cys) —Ni,; SEQ ID NO:8
Ac-Nle—c (D-Cys— B —Ala—His—D-Phe-Arg-Trp—Cys) -NH,: SEQ ID NO:8
Ac-Nle—c (D—-Cys—Gaba—His—D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:8
Ac—Nle—c (D-Cys—Aib-His-D-Phe-Arg-Trp—Cys)—Ni,; SEQ ID NO:8
Ac—Nle—c (D-Cys—Gly-His—D-Phe-Arg-Trp—Cys)—Ni,; SEQ ID NO:8
Ac-Nle—c (Cys—D-Ala—His-D-Phe-Arg-Trp—D—-Cys) —NI,; SEQ ID NO:9
Ac-Nle—c (Cys— B -Ala-His—D-Phe-Arg-Trp-D—Cys) -NH,; SEQ ID NO:9
Ac—Nle—c (Cys—Gaba-His-D-Phe-Arg-Trp—-D-Cys) -NH,; SEQ ID NO:9
Ac—Nle—c (Cys—Aib—His-D-Phe-Arg-Trp—D—-Cys)—Ni,; SEQ ID NO:9
Ac—Nle—c (Cys—Gly—His-D-Phe-Arg-Trp—D—-Cys)—Ni,; SEQ ID NO:9
Ac-Nle-c (D—Cys—Ala—-His—D-Phe-Arg-Trp—D-Cys)—NH,; SEQ ID NO:10
Ac-Nle—c (D-Cys—D-Ala-His-D-Phe-Arg-Trp—-D-Cys)—NH,; SEQ ID NO:10
Ac—Nle—-c (D-Cys— B -Ala—His-D-Phe-Arg-Trp-D-Cys) -NH,: SEQ ID NO:10
Ac-Nle—c (D—-Cys—Gaba-His-D-Phe-Arg-Trp-D-Cys) -NH,; SEQ ID NO:10
Ac—-Nle—c (D—Cys—-Aib—His-D-Phe-Arg-Trp-D—Cys) -NH,: SEQ ID NO:10
Ac—-0ic—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11
Ac—Chg—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:11
Ac—hCha—c (Asp—His—-D-Phe-Arg-Trp—-Gaba-Lys) —Ni,; SEQ ID NO:11
Ac-D-Cha—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:11
Ac—Nip—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:11
Ac—hPro—c (Asp—His-D-Phe-Arg-Trp-Gaba-Lys) —NI,; SEQ ID NO:11
Ac—hLeu—c (Asp—His-D-Phe-Arg-Trp-Gaba-Lys) —NI,; SEQ ID NO:11
Ac—hCha—c (Asp—His-D-Phe-Arg-Trp-Gaba-Lys) —-NI,; SEQ ID NO:11
Ac—Phe—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:11
Ac-D-Phe—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:11
Ac-D-Chg—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:11
1E T B —Cha—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:12
Ac—hPhe—c (Asp—His-D-Phe-Arg-Trp—-Gaba-Lys) —NH,; SEQ ID NO:11
Ac— B —hMet—c (Asp—His-D-Phe-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:11
Ac—Gaba—c (Asp—His—-D-Phe-Arg-Trp-Gaba-Lys) -NH,; SEQ ID NO:11
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[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]

Ac—Cha—c (Asp—His—D-Phe-Arg-D-Trp—Ala-Lys)-NH,; SEQ ID NO:13
Ac—hCha—c (Asp—His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,; SEQ ID NO:13
Ac-Leu—c (Asp—His—D-Phe-Arg-D-Trp—Ala-Lys)-NH,; SEQ ID NO:13
Ac-hLeu—c (Asp—His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,; SEQ ID NO:13
Ac-Phe—c (Asp—His-D-Phe-Arg-D-Trp—Ala-Lys)-NH,; SEQ ID NO:13
Ac-Nle—c (Asp—His-D-Phe-Arg-D-Trp-D-Ala-Lys)-NH,: SEQ ID NO:14
Ac-Nle—c (Asp—His—D-Phe-Arg-D-Trp— B -Ala-Lys)-NH,: SEQ ID NO:14
Ac-Nle—c (Asp—His—D-Phe-Arg-D-Trp—Gaba-Lys) -NH,; SEQ ID NO:14
Ac—Nle—c (Asp—His—D-Phe-Arg-D-Trp—Aha-Lys)—Ni,; SEQ ID NO:14
Ac—Nle—c (Asp—His—D-Phe-Arg-D-Trp—Apn-Lys) —Ni,; SEQ ID NO:14
Ac—Nle—c (Cys—His—D-Phe-Arg-D-Trp—Apn—Cys) -NH,; SEQ ID NO:15
Ac-Nle—c (Cys—His—D-Phe-Arg-D-Trp—Gaba—Cys) -NH,; SEQ ID NO:15
Ac-Nle—c (Cys—His—D-Phe-Arg-D-Trp—Ahx—Cys)-NH,; SEQ ID NO:15
Ac—Nle—c (Cys—His—D-Phe-Arg-D-Trp— B -Ala—Cys) -NH,: SEQ ID NO:15
Ac-Nle—c (Cys—His—D-Phe-Arg-D-Trp-D-Ala—Cys)-NH,; SEQ ID NO:15
Ac-Nle—c (Cys—D-Ala-His-D-2-Nal-Arg-Trp—Cys)—NH,; SEQ ID NO:16
Ac—Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—2-Nal-Cys)-NH,; SEQ ID NO:16
Ac-Nle—c (Cys—D-Ala-His-D-2-Nal—-Arg—1-Nal-Cys)-NH,; SEQ ID NO:16

1E T B Nle—c (Cys—D-Ala—His-D-Phe—-Arg—2-Nal—Cys) —NH,; SEQ ID NO:17
1E T B Nle—c (Cys—D-Ala—His—D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:17
Ac-Nle—c (Cys—D-Ala-His—-D-Phe-Arg—2-Nal-Cys)—NH,;SEQ ID NO:18
Ac—Nle—c (Cys-D-Ala—His-D-Phe-Arg—1-Nal—Cys)-NH,: SEQ ID NO:18
Ac—Nle—c (Cys—D-Ala—His-D-Phe-Arg-Bal-Cys)-NH,; SEQ ID NO:18
Ac—-Nle—c (Cys-D-Glu—His-D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:61
Ac—Nle—c (Asp—His—D-Phe-Arg-Trp-D-Ala-Lys)-NH,;: SEQ ID NO:19
Ac-Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—Bal-Cys)—NH,; SEQ ID NO:20
Ac—Nle—c (Pen-D-Ala-His-D-Phe-Arg-Trp—Cys)—Ni,; SEQ ID NO:21
Ac—Nle—c (Cys—D-Ala—His-D-Phe-Arg-Trp—Pen)-NH,; SEQ ID NO:22
Ac-Nle—c (Pen-D-Ala-His-D-Phe-Arg—Trp—Pen)-NH,; SEQ ID NO:22

D-Phe—c (Cys—His—D-Phe~hArg-Trp— B —~Ala-D—Cys) —~Thr—NH,; SEQ ID NO:23
D-Phe—c (Cys—His-D—(Et) Tyr-Arg-Trp— B ~Ala-D-Cys) ~Thr-NH,; SEQ ID NO:24
D-Phe—c (Cys—His-D-Phe-Arg-Bip— B -Ala-D-Cys) -Thr-NH,; SEQ ID NO:25
D-Phe—c (Cys—His-D—(Et) Tyr-hArg-Trp— B —Ala-D—Cys) ~Thr—NH,; SEQ ID NO:24
D-Phe—c (Cys—His—D-Phe~hArg-Bip— B —~Ala-D—Cys) —Thr—NH,; SEQ ID NO:26
D-Phe—c (Cys—-His-D—(Et) Tyr-hArg-Bip— B —Ala-D—-Cys) -Thr—NH,; SEQ ID NO:26
Nle—c (Cys—His-D-Phe-Arg-Trp—-Apn—Cys) -NH,; SEQ ID NO:27

Ac-Nle—c (Asp—D-Ala-His-D-Phe-Arg-Trp-Lys)-NH,; SEQ ID NO:28
Ac—Nle—c (Asp—D-Ala-His-D-Phe-Arg—Bal-Lys)-NH,; SEQ ID NO:28
Ac—Nle—c (Cys-D-Ala-His—D-Phe—-Arg—Trp—Pen) —OH; SEQ ID NO:29
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[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
[0170]
[0171]
[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]
[0193]
[0194]
[0195]
[0196]

Ac—Nle—c (Cys—D—Abu—His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:30
Ac—Nle—c (Cys—D-Val-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:30
Ac-Nle—c (Cys—D-11e-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:30
Ac—Nle—c (Cys—D-Leu—His-D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:30
Ac—Nle—c (Cys—D-Tle-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:30
Ac—-Nle—c (Cys—D-Cha—His-D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:30
Ac-Nle—c (Pen—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:31
Ac—Nle—c (Cys—His-D-Phe-Arg-Trp—Gaba—-Pen) -NH,; SEQ ID NO:32
Ac—Nle—c (Pen—His-D-Phe-Arg-Trp—Gaba—-Pen) -NH,; SEQ ID NO:32
Ac—Leu—c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:33
Ac—Cha—c (Cys—His—D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:33
Ac-Tle—c (Cys—His—D-Phe-Arg-Trp—Gaba—Cys)-NH,; SEQ ID NO:33
Ac—Phe—c (Cys—His—D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:33
Ac—Val-c (Cys—His—D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:33
Ac—2-Nal—-c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:33
Nle—c (Cys—His-D-Phe-Arg-Trp—-Gaba—Cys) —NI,; SEQ ID NO:34

Phe—c (Cys—His-D-Phe-Arg-Trp—-Gaba—Cys) —NI,; SEQ ID NO:34
Ac-Nle—c (Cys—3-Pal-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:35
Ac—Nle—c (Cys—D-Ala-His—D-Phe—-Arg-Trp—Cys)—OH;SEQ ID NO:36
Ac—Nle—c (Cys—His—Phe-Arg-D-Trp—Gaba—Cys) -NH,; SEQ ID NO:37
Ac—Nle—c (Asp—His—D-2-Nal-Arg-Trp—Ala-Lys)-NH,; SEQ ID NO:38
Ac—Nle—c (Asp—His-D-2-Nal—-Arg-Trp— B —Ala-Lys) -NH,; SEQ ID NO:38
Ac—-Nle—c (Cys—His-D-2-Nal—-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:39
Ac—Nle—c (Cys—His-D-2-Nal—-Arg-Trp—Ahx—Cys) —-NH,; SEQ ID NO:39
Ac—hPhe—c (Asp—His—-D-2-Nal-Arg-Trp—-Gaba-Lys) —NH,; SEQ ID NO:40
Ac—Cha—c (Asp—His-D-2-Nal-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:40
Ac—Nle—c (Asp—His—D-Phe-Arg-Trp— B —Ala-Lys)—OH; SEQ ID NO:41
Ac—Nle—c (Cys—His—D-Phe—-Arg-Trp—-Ahx—Cys)—OH; SEQ 1D NO:42
D-Phe—c (Cys—His—D-Phe—-Arg-Trp—-Ala—-D-Cys) —-Thr—-OH; SEQ 1D NO:43
D-Phe—c (Cys—His-D-Phe-Arg-Trp— 8 -Ala-D-Cys) -Thr—OH; SEQ ID NO:43
D-Phe—c (Cys—His—D-Phe—-Arg—Trp—-Gaba-D-Cys) -Thr—0H; SEQ 1D NO:43
Ac—Nle—c (Cys—His—D-Phe—-Arg-Trp—-Apn—Cys)—OH;SEQ 1D NO:42
Ac—Nle—c (Asp—His—D-Phe—-Arg—Trp—Apn—Lys)—OH;SEQ ID NO:41
Ac—Cha—c (Asp—His—D-Phe—-Arg-Trp—Gaba-Lys)—0H;SEQ ID NO:44
Ac—Nle—c (Asp—His—D-Phe—-Arg—Trp—Gaba-Lys)—0H;SEQ ID NO:44
Ac—Nle—c (Cys—D-Ala—-His—D-Phe—-Arg-Trp—Cys)—OH;SEQ ID NO:29
Ac—Chg—c (Asp—His—D-Phe—-Arg-Trp—Gaba-Lys)—0H;SEQ ID NO:44
Ac—-D-Cha—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) —OH; SEQ ID NO:44
Ac—hCha—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys) —OH; SEQ ID NO:44
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[0197]  Ac-D-Chg—c (Asp—His—D-Phe-Arg-Trp—-Gaba-Lys)—0H:SEQ ID NO:44
[0198] Ac—hPhe—c (Asp—His-D-Phe-Arg-Trp—-Gaba-Lys)—OH;SEQ ID NO:44
[0199] Ac—Nle-c (Cys—His-D-Phe-Arg-D-Trp—Gaba—-Cys)-O0H;SEQ ID NO:45
[0200] Ac—Nle—c (Cys—His—D-Phe—-Arg-D-Trp-Ahx—Cys)—-OH;SEQ ID NO:45
[0201] Ac—Nle—c (Cys—His—D-Phe-Arg-D-Trp- B -Ala—Cys)—OH;SEQ ID NO:45
[0202] Ac—Nle—c (Cys—His—D-Phe-Arg-D-Trp-D-Ala—Cys)—OH;SEQ ID NO:45
[0203] Ac—Nle—c(Cys—D-Ala-His—D-2-Nal-Arg-Trp—Cys)—OH;SEQ ID NO:46
[0204] Ac—Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—2-Nal-Cys)—0H;SEQ ID NO:46
[0205] Ac—Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—-1-Nal-Cys)—0H;SEQ ID NO:46
[0206] Ac—Nle—c (Cys-D-Ala-His-D-2-Nal-Arg-Bal—Cys)—OH;SEQ ID NO:46
[0207] Ac—Nle—c (Pen-D-Ala-His-D-Phe-Arg-Trp—Cys)—OH;SEQ ID NO:47
[0208] Ac—Nle—c (Cys-D-Ala—His-D-Phe-Arg—Trp—Pen)—-OH;SEQ ID NO:29
[0209] Ac—Nle—c (Cys—His—D-Phe—-Arg-Trp—Gaba—-Pen)—0H;SEQ 1D NO:48
[0210]  Ac—Arg—c (Cys-D-Ala—His-D-2-Nal-Arg-Trp—Cys)-NH,: SEQ ID NO:49 B{
[0211] BRI A1 £

[0212] Wi A WL R T XS -

[0213]  Ac—Nle—c (Cys-D-Ala-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:7
[0214] Ac-Nle—c (Cys—D-Ala-His-D-Phe—Arg-Trp—-Pen)-NH,; SEQ ID NO:22
[0215]  Ac—Nle—c (Cys—His—-D-Phe-Arg-Trp—Gaba—Pen)-NH,; SEQ ID NO:32
[0216] Ac—Nle—c(Cys-D-Ala-His-D-Phe-Arg-Trp—Cys)—OH;SEQ ID NO:29
[0217]  Ac-Nle—c (Cys—D-Ala-His—-D-Phe—Arg-Trp—Pen)—-OH;SEQ ID NO:29 Bk
[0218] Ac—Nle—c (Cys—His—D-Phe-Arg-Trp—Gaba—Pen)-0H;SEQ ID NO:48
[0219] BRI 25 ] £

[0220] (1) WEEARIE ML SRR Frid b &8 T 2 -

[0221]1  A'J& Arg. D-Arg. Cha. hCha. Chg. D-Chg. Ile. Leu,2-Nal., Nle. Phe. D-Phe. hPhe.
Val BEHLE ;

[0222]  A*)Z Cys. Pen BY Asp;

[0223]  A*Z D-Ala.D-Abu. D—-Cha.D-Ile.D-Leu.D-Tle.D-Val Bk ;

[0224]  AYE His B 3-Pal;

[0225]  A°J& D-Phe. D-2-Nal 8§ D-(Bt) Tyr;

[0226] A% Arg B hArg:

[0227] A% Trp.2-Nal.Bal.Bip B¢ D-Trp:

[0228] A’/ Gly. Ala. B —Ala. Gaba. Apn. Ahx, BXHK ;

[0229]  A®JZ Cys.D—Cys. Pen BY Lys:

[0230]  A'J& Thr BRHkZK ;

[0231]  RFH R°#% F A% B H BBEE

[0232] BRI 25 A1 £

[0233]  Hidl—AMAWIREILER 2 T X E

[0234] Ac—Arg—c (Cys—D-Ala-His-D-Phe—Arg-Trp-Cys)—-NH,;SEQ ID NO:50
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[0235] Ac-D-Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:50
[0236] Ac-D-Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp—-Pen)-NH,; SEQ ID NO:51

[0237]  Ac-D-Arg—c (Cys—His—-D-Phe-Arg-Trp-Gaba—Pen)-NH,; SEQ ID NO:52

[0238] Ac—Arg—c (Cys—His-D-Phe-Arg-Trp—Gaba—Pen)-NH,; SEQ ID NO:52

[0239] Ac-Arg—c (Cys-D-Ala—His-D-Phe-Arg-Trp-Pen)-NH,; SEQ ID NO:51

[0240] Ac-D-Arg-c (Asp-His-D-Phe-Arg-Trp-Ala-Lys)-NH,:SEQ ID NO:53

[0241]  Ac—Arg—c (Asp—His—D-Phe-Arg-Trp—Ala-Lys)-NH,;SEQ ID NO:53

[0242] Ac—Nle—c (Cys-D-Ala-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:7

[0243] D-Phe-c(Cys-His—D—(Et) Tyr-Arg-Trp— B -Ala-D-Cys) —~Thr-NH,; SEQ ID NO:24
[0244] Nle—c(Cys—His-D-Phe-Arg-Trp—Apn—Cys)-NH,;SEQ ID NO:27

[0245] Ac—Nle—c (Cys—His-D-Phe-Arg-Trp—Gaba—Pen)-NH,; SEQ ID NO:32

[0246] Nle—c(Cys—His-D-Phe-Arg-Trp—-Gaba—Cys)-NI,;SEQ ID NO:34

[0247]  Ac—Nle—c (Asp—His-D-Phe-Arg-Trp— B —Ala-Lys)-NH,; SEQ ID NO:1

[0248] Ac—Nle—c (Cys—His—D-Phe-Arg-Trp—Ahx—Cys)-NH,; SEQ ID NO:2

[0249] D-Phe—c(Cys—His—D-Phe-Arg-Trp— B -Ala-D-Cys) -Thr-NH,; SEQ ID NO:3
[0250] D-Phe-c (Cys—His—D-Phe-Arg-Trp—-Gaba-D-Cys)-Thr-NH,; SEQ ID NO:3
[0251] Ac—Nle—c (Cys—His—D-Phe-Arg-Trp—Apn—Cys)—NH,; SEQ ID NO:2

[0252]  Ac—Nle—c (Asp—His-D-Phe-Arg-Trp—Apn-Lys)—-NH,;SEQ ID NO:4

[0253] Ac—Cha—c (Asp—His—D-Phe-Arg-Trp—Gaba—Lys)-NH,; SEQ ID NO:6

[0254] Ac—Nle—c (Asp—His—D-Phe-Arg-Trp—Gaba—Lys)-NH,; SEQ ID NO:6

[0255] Ac—Chg—c (Asp—His—-D-Phe-Arg-Trp—-Gaba-Lys)-NH,; SEQ ID NO:11

[0256]  Ac—hCha—c (Asp—His-D-Phe-Arg-Trp-Gaba-Lys)-NH,; SEQ ID NO:11

[0257]  Ac-D—Chg-c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11

[0258]  Ac-hPhe—c (Asp—His-D-Phe-Arg-Trp-Gaba-Lys)-NH,; SEQ ID NO:11

[0259] Ac—Nle—c (Cys—His—D-Phe-Arg-D-Trp— B -Ala—Cys)-NH,; SEQ ID NO:15
[0260] Ac—Nle—c (Pen-D-Ala-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:21

[0261] Ac—Nle—c (Cys—D-Ala-His-D-Phe—Arg-Trp—-Pen)-NH,;SEQ ID NO:22

[0262] D-Phe-c(Cys—His-D-Phe~hArg-Trp— B —Ala-D—Cys)-Thr—NH,; SEQ ID NO:23
[0263] D-Phe—c(Cys—His-D-Phe-Arg-Bip— B —-Ala-D-Cys)-Thr-NH,:SEQ ID NO:25
[0264] D-Phe—c(Cys—His-D—(Et) Tyr-hArg-Trp— B —Ala-D-Cys)-Thr—NH,; SEQ ID NO:24
[0265] D-Phe—c(Cys—His—D-Phe~hArg-Bip— B —Ala-D—Cys)-Thr—NH,; SEQ ID NO:26
[0266] D-Phe—c(Cys—His—D—(Et) Tyr-hArg-Bip— B -Ala-D-Cys)-Thr—NH,; SEQ ID NO:26
[0267] Ac—Nle—c (Asp—D-Ala-His-D-Phe-Arg-Trp-Lys)-NH,;SEQ ID NO:28

[0268] Ac—Nle—c (Asp—D-Ala-His-D-Phe-Arg—Bal-Lys)-NH,;SEQ ID NO:28

[0269] Ac—Nle—c (Cys-D-Ala-His-D-Phe-Arg—Trp—Pen)-OH;SEQ ID NO:29

[0270]  Ac-Nle—c (Cys—D-Abu-His-D-Phe-Arg-Trp-Cys)—NH,; SEQ ID NO:30

[0271]  Ac-Nle—c (Cys—D-Val-His-D-Phe-Arg-Trp-Cys)-NH,; SEQ ID NO:30

[0272] Ac-Nle—c (Cys—D-Ile-His-D-Phe-Arg-Trp—-Cys)—-NH,;SEQ ID NO:30

[0273] Ac-Nle—c (Cys—D-Leu-His-D-Phe-Arg-Trp—-Cys)-NH,; SEQ ID NO:30
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[0274]
[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]
[0297]
[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]
[0312]

Ac—Nle—c (Cys—D-Tle—-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:30
Ac—Nle—c (Cys—D—Cha-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:30
Ac—Nle—c (Pen—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:31
Ac—-Nle—c (Pen—His-D-Phe-Arg-Trp—Gaba—Pen) -NH,: SEQ ID NO:32
Ac-Leu—c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,: SEQ ID NO:33
Ac—Cha—c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,: SEQ ID NO:33
Ac-Tle—c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys)-NH,; SEQ ID NO:33
Ac—Phe—c (Cys—His—D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:33
Ac—Val-c (Cys—His—D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:33
Ac—2-Nal—-c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,: SEQ ID NO:33
Phe—c (Cys—His-D-Phe-Arg-Trp—-Gaba—Cys) —NI,; SEQ ID NO:34
Ac—Nle—c (Cys—3Pal-D-Phe-Arg-Trp—-Gaba—Cys)-NH,; SEQ ID NO:35
Ac—Nle—c (Cys—D-Ala—-His—D-Phe—-Arg—Trp—Cys)—OH;SEQ ID NO:36
Ac—Nle—c (Cys—His—Phe-Arg-D-Trp—Gaba—Cys) -NH,; SEQ ID NO:37
Ac-Nle—c (Cys—D-Ala-His-D-2-Nal-Arg-Trp—Cys)—NH,; SEQ ID NO:16
Ac-Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—2-Nal-Cys)—NH,; SEQ ID NO:16
Ac—Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—Bal-Cys)—NH,; SEQ ID NO:20
Ac—Nle—c (Asp—His—D-2-Nal-Arg-Trp—Ala-Lys)-NH,; SEQ ID NO:38
Ac—Nle—c (Asp—His—D-2-Nal-Arg-Trp— B -Ala-Lys)-NH,: SEQ ID NO:38
Ac-Nle—c (Cys—His—D-2-Nal-Arg-Trp—Gaba—Cys)-NH,; SEQ ID NO:39
Ac—Nle—c (Cys—His—D-2-Nal-Arg-Trp—Ahx—Cys)-NH,; SEQ ID NO:39
Ac—-hPhe—c (Asp—His-D-2-Nal-Arg-Trp—Gaba—-Lys) -NH,: SEQ ID NO:40
Ac—Cha—c (Asp—His-D-2-Nal-Arg-Trp—Gaba—Lys) -NH,; SEQ 1D NO:40 &Y
Ac—-Arg—c (Cys—D-Ala—His-D-2-Nal-Arg-Trp—Cys) -NH,: SEQ ID NO:49
AT R

A (D FSEARERL B R P TR &8 T -

A2 Arg. D-Arg. hArg B% D-hArg;

o AT ZG R

BT AL AP L M AP 2 A it b &8 T

A’J& Cys.D—Cys. hCys. D-hCys. Pen. D-Pen. Asp, B Glu;

AYE His:

A& D-Phe. D-1-Nal. D-2-Nal . D-Trp. D-Bal, B¢ D-(Et) Tyr;

A% Arg, BE hArg;

A'J& Trp. Bip. D-Trp.1-Nal, ¥ 2-Nal;

A% A6c. Ala, B —Ala, Gaba. Apn, B Ahx:

A"} Cys. D-Cys. hCys. D-hCys. Pen. D-Pen, B% Lys:

A"J& Thr, BHLK ;

B H AT G 2.
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[0318] i [ 246 A5 40 (1) B AL K0 Ak & P L v RPFH R P35 BT O H, BEJE , TR TR Bk
B, BUE T B AR R ZG .

[0314]  FIddAILSYEIEILE KL &) 28 b rd i 59 2 S Xes4) -
[0315]  A™J& Cys BY Asp;

[0316]  A’J& D-Ala BRELK ;

[0317]  A'JE His;

[0318]  A’J& D-Phe B{ D-2-Nal;

[0319] A’ Arg;

[0320] A"Z Trp;

[0321]  A%E Ala, Gaba BRHRZK ;

[0322] A"JZ Cys, Pen BX Lys;

[0323]  A"BRK ;

[0324]  BRHA[ZGH] .

[0325] i [HI ZEL Ak & 20 ) B A0 32E (O Ak & 2 o rhy ROFI R P9% 1 7 o H BB L  mldLmT
2R,

[0326]  HidDAiL &P EIIEZ TR EY

[0327]  Ac—Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp-Cys)—NH,; SEQ ID NO:50
[0328] Ac-D-Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:50
[0329] Ac-D-Arg—c (Cys-D-Ala-His-D-Phe-Arg-Trp—Pen)-NH,; SEQ ID NO:51
[0330] Ac-D-Arg—c (Cys—His-D-Phe-Arg-Trp-Gaba—Pen)-NH,; SEQ ID NO:52
[0331]  Ac—Arg—c (Cys—His—D-Phe-Arg-Trp—Gaba—Pen)-NH,; SEQ ID NO:52
[0832] Ac—Arg—c (Cys-D-Ala—His-D-Phe-Arg-Trp-Pen)-NH,;SEQ ID NO:51
[0333] Ac-D-Arg-c (Asp-His-D-Phe-Arg-Trp-Ala-Lys)-NH,:SEQ ID NO:53
[0334]  Ac—Arg—c (Asp—His—D-Phe-Arg-Trp-Ala-Lys)-NH,;SEQ ID NO:53 &
[0335] Ac—Arg—c(Cys-D-Ala-His-D-2-Nal-Arg-Trp—Cys)-NH,;SEQ ID NO:49
[0336]  EILAIZ5 Al

[0337]  HiEAILEWEIERE T EY) -

[0338] Ac—Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp—-Cys)-NH,;SEQ ID NO:50
[0339] Ac-D-Arg—c (Cys—D-Ala-His—D-Phe—-Arg-Trp—Pen)-NH,: SEQ ID NO:51 BY
[0340] Ac—Arg—c (Cys-D-Ala-His-D-2-Nal-Arg-Trp—Cys)-NH,;SEQ ID NO:49
[0341] BRI Z5 A1 £

[0342]  HiHE A W HEILIE R T XS -

[0343] Ac—Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp-Cys)—NH,; SEQ ID NO:50
[0344]  BRHATZG AR

[0345]  HiTH A WL HI S T XS -

[0346] Ac-D-Arg—c (Cys-D-Ala-His—D-Phe-Arg-Trp—Pen)-NH,; SEQ ID NO:51
[0347] B AIZG £

[0348]  HiddAIL S EAILK)E TR ED -

[0349] Ac—Arg—c (Cys—D-Ala-His-D-2-Nal-Arg-Trp—Cys)-NH,; SEQ ID NO:49
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[0350] BRI 25 A1 £

[0351]  —J5 I, AR BN KRN (T KA -

[0352]  (R'R’) -A'-c (A*-A’-A*-A’-A°-A"-A"-A") -NH,

[0353]  Htpr:

[0354]  A'JE Nle BR#HRZK ;

[0355]  A”S& Cys B Asp:

[0356]  A’f& Glu B D-Ala;

[0357]  A'JE His;

[0358]  A°fZ& D-Phe;

[0359]  A°JE: Arg;

[0360] A"SZ Trp.2-Nal BY Bal:

[0361] A% Gly.Ala.D-Ala. B —Ala. Gaba B Apn:

[0362] A”SE Cys B Lys:

[0363]  RFN R ™% HASr ik 5 H B (C,—Co) Bk ;

[0364]  FAta

[0365] (D). 4 R'E (C,~Co) BRIERS , RS2

[0366]  (T1). 24 A*E Cys I, A "&& Cys,

[0367] BRI 25 A&

[0368]  HidHAIL & EAILK)E TR ED -

[0369] Ac—Nle—c (Cys—D-Ala-His-D-Phe-Arg-Trp-Gly—Cys)-NH,; SEQ ID NO:54

[0370] Ac—Nle—c (Cys-D-Ala-His-D-Phe-Arg-Trp-D-Ala-Cys)-NH,; SEQ ID NO:54

[0371]  Ac—Nle—c (Cys-D-Ala-His-D-Phe-Arg-Trp— B -Ala—Cys)-NH,; SEQ ID NO:54
[0372]  Ac-Nle-c(Cys-D-Ala—His-D-Phe-Arg-Trp—Gaba—Cys)-NH,: SEQ ID NO:54

[0373]  Ac—Nle—c (Cys-D-Ala—His-D-Phe-Arg-Trp—-Apn—Cys)-NH,; SEQ ID NO:54

[0374] Ac—c(Cys—Glu—His—D-Phe-Arg-Trp—Ala—Cys)-NH,;SEQ ID NO:55

[0375] Ac—c(Cys—Glu—His—D-Phe-Arg—2-Nal-Ala—-Cys)-NH,;SEQ ID NO:55

[0376] Ac—c(Cys—D-Ala-His-D-Phe-Arg-Trp—Ala—-Cys)-NH,;SEQ ID NO:56

[0377]  Ac—c(Cys—D-Ala-His-D-Phe-Arg—2-Nal-Ala-Cys)-NH,;SEQ ID NO:56

[0378] Ac—Nle—c (Cys-D-Ala-His-D-Phe-Arg-Trp-Ala—Cys)-NH,;SEQ ID NO:57

[0379] Ac—Nle—c(Cys-D-Ala-His-D-Phe-Arg-Trp- B8 -Ala—Cys)-NH,;SEQ ID NO:57
[0380] Ac—Nle—c (Cys-D-Ala—His-D-Phe-Arg-Trp—Gaba—Cys)-NH,; SEQ ID NO:57 BY
[0381] Ac—Nle—c (Asp—D-Ala-His-D-Phe-Arg-Bal-Ala-Lys)-NH,;SEQ ID NO:58

[0382] B TI 25 I

[0383] (1) B (T 1 55— FEALIE KIS W5 £E A 2 FF T ] ) SE i 451 2 755 oh 5 ) 31
HH A, BUH T2 2.

[0384]  Gj— 5, AR KR T AWAEY, HAEHRERW E30E D Bt
(1D A BB A 25 H SR R] 25 FH 38R B BE 71 o

[0385]  Gy— U5, AR KR T AMA G, HAEHRER E30E D Bt
(T EWERIL AT Z5 R, PASCR] 25 A BB, b Frid b S ) S e PR PE R B R 4
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SAREENH .

[0386]  Gy— 5, A KR T AWAEY), HAEHRER E30E D 5t
(I EWERIL AT Z5 R, PASCR] 25 TR SRR, b Frid L S V) 2 e PR PE R B R 4
SARBEN ), Halid ECRAE M DI BEVE M T AN R R BT 4 SZARI L FE It Luet AR R iR
1 2R NSRBI 3 AR N R LR b 2RIk He I m 20 15 £

[0387]  5y— Ty, AR MBRAL T AMHEY), HASAMER W F3E LD 85
(IDAEYER AT 25 £, LASCRT 25 U BB, Hoh Frid b &) 2 e PR R R R R 4
SAKRBEEN ), Fl it ECo R AR K DI BENE PEXT T N R TR 4 B2 AR IR FEVE Bk AR R T2
3 SAKI R A D 17 £ I ECooRAEM D REVE M N HE S BT 2R 4 SZ AR 38 14 bEotr A BB
JRER 3 S2AKI s 2 90 £ Il IT EC, RAFR B DI REE A A RR R FUER 4 SZAR R £ o A
BB ER b 32K = 22D 200 % BUE L EC RAERI DY BEVE AT N BB TR 4 AR Rk %
PELEXT ARG 2 b 2R R 22D 3000 fi.

[0388]  Gj— Ty, AR K IRAL T AWAE AW, HAEHRER W E30E (D Bt
(T A A 0o ST 26 2 L 2 P B SRR R0, F T30 2 A 5 P
SORRE, A0 B S0E R PRI TN 2E L eEERE AR EE TR b

[0389]  5j— Ty, AR KR T AWA AW, HAEHRER W E30E (D Bt
(1D AV R] 25 R EE, VLA AT 25 F s8R BOmRe 5, Ty B B B e A K 0m
SR S, KR 354 6 R LR 4 2 % P AL

[0390]  Gy— U5, AR KR T AWA AW, HAEHRER M E30E D 5t
(1D AV B AT 25 FEE, LA AT 24 SO BOmi B 770, T30 7 B 8 14 B3 on i 4 e
B S i, A0 AL PEAE L B R B AG A - SR Bk A8 — U5, FniB T R BORAE &
REJRESE . FEFE—TJ7 I, BTG (5 BURE f2 i R FRAG .

[0391]  5y—Jjiil, AR MHRAL T 2MAH G, HASAMER W F3CE LD 80
(1D A BB AT 25 £, DA KAT 25 F s A B RE 7, F Tk > e MDA8 N S Dk A B B 4
B o ML TR T, AR PR TS A E MW F0E (D &Yy
2, LA ST 24 FH A BOR B 551, Tk B 038 N R A B B LA, Heb ik v
g N A S — B 2 A

[0392] Ac—Nle—c (Cys—His-D-Phe-Arg-Trp—Gaba—Pen)-NH,SEQ ID NO:32.

[0393] Ac—Arg—c (Cys-D-Ala-His-D-Phe-Arg-Trp—Cys)-NH,SEQ ID NO:50.

[0394] Ac-D-Arg—c (Cys-D-Ala-His-D-Phe-Arg-Trp—Cys) -NH,SEQ ID NO:50.

[0395] Ac-D-Arg—c (Cys-D-Ala-His-D-Phe-Arg-Trp—Pen) -NH,SEQ ID NO:51.

[0396] Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,SEQ ID NO:7.
D-Phe—c (Cys—His—D—(Et) Tyr-Arg-Trp— B —~Ala-D—Cys) ~Thr-NH,SEQ ID NO:24.Ac-Nle—c (C
ys—D-Ala—His-D-Phe-Arg—Trp—Pen) -NH,SEQ ID NO:22 Bk Ac-Arg—c (Cys-D-Ala-His-D-2-N
al-Arg-Trp—Cys) -NH,SEQ ID NO:49. ZEH—AMLeSEiE )y S, AR PR 7 A 5H &
fRan B30 R (D B4 S WE HRT 25 F 36 DL R AT 24 B Bk Bums B R I 25 M40 &4, H
TR BN R RAR BB S, P ik iG 1 i3 & Ac—Arg—c (Cys—D-Ala-His-D-Ph
e—Arg-Trp—Cys) -NH,SEQ 1D NO:50, fEH—MILsSEi )y 2, AR R 7 a8 HAE
[0 B 0E SR CDD B4 S EaL w24 T 26, DA RCR] 24 FH 3UA B BRI I 25 A &4,
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Tk BN AR EE A A, Ko ik iE Mo & Ac-D-Arg—c (Cys—-D-Ala-His-D-
Phe—Arg-Trp—Pen) -NH,SEQ ID NO:51. fEf—MMEIEILHET R, AR R4 V&AL
S B CE SO CD it S E L nT 25 £, DA AT 25 SR SR B A I 2 &4
T RN AR UL S, Ho Bk i M a7 72 Ac—Arg—c (Cys-D-Ala-His-D-
2-Nal-Arg-Trp—Cys) -NH,SEQ ID NO:49,

[0397]  Sy— 5T, ARAIRGL T A S, HASHBER W 3w D 3:t
(I AE I AT Z R £, DA R AT 25 BRSO R, F T RS Ak AP ERE, 55—
T, AR HSROE T A a1, A &a s B ce LRy (D 30 D a e
A2 &L, DL R 24 FH AR BORs e 77, FH T sl S 0 o T 1 i 4 2

[0398] 7 — 5T, AR KRG T AWAEGY, LA S HRERW L 3CE LD 530
(1D WAWBH AT 25 Eh, UL AT 25 A3 BOR R 7, TR 7 F B 5 4 8 AR i e
I BRI 22 S PR ARE SR 0RE SRR Y SR T R R A R 5 2 AT . 7R 5
— 7, iR 7 B Bm BURRE & IR BRE . 55— J7 T, FriGy T B BURIE 2 U E. /£
— 7, FTia 7 B9 BURRE & SO I B 55 2 NTH I . 75 55— J7 T, Friay7 5 BX
I IE A2 I T B R R I

[0399] Y — 7, AR HRME T AWAEGY, LA FHHRERW L 30E LD 58X
(1D A B E AT 25 £, DL AT 25 s AR B RE 7, F T30 7 I8 14 s BRER 00 0, 20
S JER g i P00 T

[0400] 5 — 71, AR KR T AWAEY, LA FHRERW E30E LD 58X
(1D A BB AT 25 8, DL AT 25 s R BOR RE ), F TR 97 AR BUME R 220 0E, I+ 8
P SR 5 HE I 1 D B RS IS T B I R £k mp AT P P S

[0401] 55— J7 1, AR HRAL T AWAEY, HAFHRER W E30E LD 58X
(1D G B AT 25 FH £, DA A AT 25 F 3R B R 7, FH TR 9T AR AR I Y7 B 49 51 A 1Y
P Io BRI S , QN2 B B AL HE - B AN B 5 L GG RS R 45, R0 T B AL
7 TR T 2 BT I B A TR S AR R I 2 R B S A AR B

[0402] S — 5T, AR IRME T AWAEY, HAEHRERW L 3CE LD 530
(1D A EWE I n] 25 £h, DK ] 25 s R BOR R 7, F THV0 7O LA B B 0,
HH I P AR P P AR ARG L7 B P R o ML 9 E A P SR

[0403] S — 5T, AR IR T AWAEGY, LA EHHRERW L 3CE LD 53X
(1D A EWE I n] 25 £, DL ] 25 s AR BOR BE 7], F T30 7 I o B = 250 E , T
PRI 2 368 3 A AE S BT R AL 18 P B 28 A i s R B i

[0404] S — 5T, AR KRG T AWAEGY, LA FHRERW L 3CE XD 58X
(1D A G 24 FH 2k, DL AT 25 F BURBORGRE ), FH T30 5 S i 52 PR AR T AR 38
¥ o

[0405] 5 — 7, AR KRG T AWAEGY, LA HRERW E30E LD 58X
(1D A BB AT 2 £8, DK AT 25 s AR B RE 1), F T30 7 B I BRI 270 i , 4R IS
T~ B IR 8 25 U 5 v SRR S R R 2 98 T

[0406] 5 — 71, AR HRME T AWAEEY, LA FHRERW F30E LD 58X
(1D BB AT 25 FH £, DA R AT 25 F SR BOR R 7, FH TR T AT N ECPAR # 42 R Gu BL A
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Lo TRPIR B SR E » A1 & SRR AE 12 2l RE B Ao AT Ao 22 PE R o

[0407] 53— J5 i, AR BIRAL T WA GV, HEEA RN 30 ) Bt
(T A AP E] 25 T, DL 25 PR SRR FH T30 7 B JOm B R 2 iE , 201
S AR PR T

[o408]  5j—Jsii, AR MISRAL T ZGMAL &, HAEARER W EXCE D 5
(T A A AT 25 AL, BLR AT 25 AT A B RE 7, AT O S | IRk B IR L
AW FSH il 5B W IR LA s I R 7 AR DRI ZORE I T (2] I & AR TR 1
T TS 0 28 AR B R I L S MR 7K Y BT 7 s ANBER 73 < B AL 22 S MAT A
PR R A

[0400] 55— J5ii, AR IR T WA S Y, HEEAAERN EoCE ) st
(T AW EE A 25T £, BLRCR] 285 A SRR, T 38 3 A T i R A
[0410] 55— J5ii, AR IR 7AW EY), HEEAERN Eo0E ) st
T AL AP Al 25 A £, LR ] 25 AR SO RE A7), AT AT 82 D S ¥ 7 Y
R B VR IERS I A . S P T AU S U R 7 Th R B VR T
A SRS YRR PRI R R 4 ZARBEN A A28 —J7 i, T3 H s g 4
SRS YR FEE R TR 4 2R BEh B rT 25 A i, Hasid EC R AR D RET It
T NRBBFUER 4 SRR PR E AR SR | 320 NRR B 3 5246 A BB S i
bR READ 15 . AT, T HHI s A SR SV R R R S R 4 %2
RN B AT 25 H £, HOE L BC R AR I S BE G PEXT AN R SR 4 SZAR R $ 1k o xt A
MR FUR 3 AR w2/ 17 4%, M I BC RAL R D RETEMEXS AR B i3 4 S2AR IR #E PR LL
X NSRBI 3 S2AR M i 220 90 7%, I8 IE BCRAE M D RETEVEXT AR S i 4 52K e 3%
PR AR ER 5 2R i 2220 200 £, BUE I ECo, RAL M D RETR TR N SR B T R 4 %
PR AL FENE FEX AR B2 J5TER b S2AK T A b 3000 i

(04111 53—y i, AR BIRAL iRy RCE I AN b 3CE SR (D B (DD 1 38 B2
4 ZARBAN A VB R ZG ] Fh B ad, FT T A7 TR 7R SRR T I 526l
I A U S IR IR Th B ECE VR TR R I (M 2540

[0412]  FE— Ty, A B ER AL 1 A8 75 B A 520 3 vh MR B 3R 2 A B R s i B
FIBCR 52, FLAAER ik 52 6l 3E i A RcE i B oose Ot (D 8l (D AL a ek
Hal gk

[0413]  FE— Ty, A B ER AL 1 A8 75 B A 523 1 R B 2 2 A B s i B
TIOR3, FAAER ik 52 6l 3 i A RcE it E oo SOt (D 3l (D AL a4 ek
Hnl 2RI, Ko I i S 2 e PR T R PR 4 52 A Bihi) .

[0414] 55— Ty, A B ER AL 1 A8 75 B A 52 3 1 8 B o 2 S8 A B s B A 1
TIOR3, FARAER ik 52 6l i A Rcs i F e SOt (D Bl (D AL a ek
Honr 2y i, Herb AL S 8 1 B MR R BB 4 S AR BN, i EC;RAE A D REds T
T ANRBBFUER 4 SRR PR E AR SR | 320 NRR B AR 3 3246 A FR S i
b Ak m A 15 1.

[0415] 53— T, A BB AL 1 A8 75 B 10 52 3 i 1) S8 B 3R A2 A B s i B A 1
TIOR3 AN ik 526l 3 e AT R it e SOt (D Bl (D AL a4 ek
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HmrZg I ah, o ik A &P & 1 eV R R a4 S2ARBEh ), Halad EC, R AE [ T BB VG T
X NBRUER 4 2 AR R FEPE 0 N R R 3 32 AR i 22/ 17 %, i EC,RAE K D) 5E
TEPERS NGB 4 SRR FEPE LU N 3 3 32 AR 1 2220 90 £, 3l e BCop R AERY
D RETE PEXT N R R T 2 4 2 ARk £ buok AR B B3R 5 52441 w1 2220 200 6%, BUE I ECy,
RAER D RETE AT N R B 2 4 STARIIE PR LL S N BE R BT E b 32481 = 2220 3000 1%
[0416]  5j—7J7 I, AR FRAL 167 SOPEENE MR 48 1 B ps B 270 iE , T4 B 2O0E L R ME
W93 ~ Fiki 98 YR B0 AT R 3 PR AR s 19 92, FL B R TR e e A A 2 E i b ScE S (DD
B (TD A S Y H AT 25 H #6 A RE B2 Jo1 3R 324K 5 R Bsh I B S Bl R

(04171 Sy—J5 i, A K RAL T I0IT BA B & %% 4 7 150 B 27w e, 0128 R 1
IR 28 TR U DG 2 A0 22 R PR AL () T v, A i i A A& R B SCE R
B (T A S WL AT 25 H #6 A RE B2 ot 3R 324K 5 R sl I B RS HUsml R

[0418] 55— T, AR WIS 167 FF FEE & I A ACETIOR B 7 i, QIR HEAE
RGN - BERA IR R U7, RS A & ForE (D 580D
B P B AT 24 F 6 MR B 51 3R 32 AR 5 R Eh S EAE UAACR . AERT AR S — T,
FIia T B I08 SO RE A2 AR JRESE o 5 51 00 7535 B — J7 1, By 7 [R50 BUR E A2 3 B [hT
[0419]  53—TJ5 i, A K ISt 1 N plkidR A E B A A 1 U7k, Hoa s i i
A ER ESCE R (D B (D Aa s HmT 25 F 6 MR8 B2 it 3= 5244 5| i sh
P FUAIROR o AEDLE SEHE T 22, AR IR AL T el PR N el R A R B A 5 1
7712, HA 5 i A & 20 (D S EOH AT 285 B 3 R B2 T 3R 32 A4 51 AR s 771 B
FEPLR R, o Brid b &%) 4& Ac-Nle—c (Cys—-His—-D-Phe-Arg-Trp—Gaba—Pen) -NH,SEQ 1D
NO:32. Ac-Arg—c (Cys—D-Ala-His—-D-Phe-Arg-Trp—Cys) -NH,SEQ ID NO:50. Ac-D-Arg—c (Cy
s—D-Ala-His-D-Phe-Arg-Trp—Cys) -NH,SEQ ID NO:50. Ac-D-Arg—c (Cys—D-Ala-His-D-Phe
~Arg-Trp—Pen) -NH,SEQ ID NO:51. Ac-Nle—c (Cys-D-Ala-His-D-Phe-Arg-Trp—Cys) -NH,SEQ
ID NO:7.D-Phe—c (Cys—His-D—(Et) Tyr-Arg-Trp- B -Ala-D-Cys) ~Thr-NH,SEQ ID NO:24.Ac
—Nle—c (Cys—D-Ala—His—-D-Phe-Arg—Trp—Pen) -NH,SEQ 1D NO:22, & Ac—Arg—c (Cys—D-Ala-
His-D-2-Nal-Arg-Trp—Cys) -NH,SEQ 1D NO:49.7E 7 —RIESLHE 7 =, AR IR ML T Jai s>
BYTRN R AR E B A 1 J7 v, AR A 2 AE RN (O EEEL T2 A
MR8 R 51 2R S A T RSN A BEE FUACR , Kb ik Ak 5472 Ac-Arg—c (Cys—D-Ala-His—D
~Phe-Arg-Trp-Cys) -NH,SEQ 1D NO:50. 7E 53— 0k SLi 7 S, AR W3Rt T 9> i
A IRREAR BB A 1 7%, Hoa s i A A 2 1 2 CD A E L RT 25 F 3 I R 2
i 2 S AR G BN A BEE SRR, b Brid b G472 Ac-D-Arg—c (Cys—D-Ala-His-D-Phe
—Arg=Trp—Pen) -NH,SEQ 1D NO:51. £E 5 fRMESEHt Ty s, Ak Bt 1 b e iion |
PR AR B BCH A (1 0 v, AR I i A & 2R (DD A S B AT 24 F 3 MR8 B2 i
TR G REE R EEE TR, ki 592 Ac-Arg—c (Cys-D-Ala-His-D-2-Nal-A
rg-Trp—Cys) -NH,SEQ ID NO:49.

[0420]  Gy—J5 M0, A WA T ek b SR AN T A4 E 1 U v, HedE i A A=
a0 B30 R (D B (TD A WE R 25 #h e 55— 7, AR B3t 7 b a4
THFE TG IR ) 5%, A A ZE R EoCE R D 58X (TD A et n]
ZiH R .
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[0421] 53T, AR IR 1 iR T R B 1A S (A A B S e, A IR B AE
TURLAE S SO I T 9 ST Jo A R T R 95 2 N I i, R AR e A AR
ot b 30 CRYER (DD B (1D A S W BE m] 285 1 F R B3R B2 AR S HE Bl R B 3t
FR e ST, AT THE M TR 7 IR EORE . 53— J0 i, AR A TR e . 55—
JT S B T TR S T R R 95 2 AN . S U5 B T TR T R
B P 5T o
[0422] 55— TJ5 1, AR WIHRAE 1 V6 7 Mt 8g 1 s B IR 2 0 i , a1 5 JER R AR e i S0 J 1)
Jii, FAsEE i A e i EooE R (D Bl (0D A S s T 25 Eh AR
JRER AR G BEh I BEE BUAIRCR -
[0423] 53— 5t A BRI 7 AR SH B VR BR SRR, S A SRR L AL
VT 66 B AG 0 D B B RS R L M vl BB AT 0 1 B 2 1K) 77 v, FL A0 i e AT &= i b
SCRE XY CD B (T A S PmcH nT 28 A s MRR B2t 3R 5248 5 i sl M BEE BURIRCR -
[0424] 53— 5 i, AR IR AL VR AE ARG T BARG S RO B A E, WIS
WA HE -« SR FREETES 0 G005 AR RE 105, A Ee T3 B AL 28k U TR B BOK
I 8 AR I M A B 2 45 AR 5 RS PO 44 B OR0 A8 ) ik, LA e it AT R i 305 X
INEMQY Tﬁi (LD A BB ] 25 Y £ SR BT 21 52 A4 5 D Il R B T ROk
[0425] T AR SR TR 0 LR R B B SRR T PR AR S L YR PEAR
N fEEIﬂl%FET%ﬁ‘EE o LA 9 AR o PSRBT Y0 i » A il o e FH A7 R i B 0sE
SCHR DD B (T AL A B ) 25 1 £ IS BT 21 52 A 5 D I R B U ROR »
[0426] 53— T, AR BRI 1 6T I Bom B R S AE , Q1S PR RPN I SR AL i 21
AL 15 T BE 28 PE e ATz g 1) v, HeA R IR i FH A R i an B3 SR (DD Bk
CTT) AL AP miEL ] 24 H 6 M RR B2 5T 26 52 4 5 S Bl R B S AR
[0427] 55— Ty, AR IRt 1 34 56 S SR T 52 PE BRI AR A5 SN (17 ¥, SR A5 I 1L i
FI s it B SRR (DD B (T A& e ml 24 AT 6 M B it 2 524K 51 S s
B EEEARIIEYE S
[0428] 5y Js i, AR MR AL 7 IR TT BOMIR SR S/ e » MR I o0 B Rt s T 3 v
FEIE NRIRIZFE T K i HA R i it A R i B SOt (D BT fe i
W BsHL P 24 P s MR B 5 3R S2AR GRSl 7R B BUAIRCR -
[0420] 5y J5 i, AR MR AL TR AT BT AR A28 2R Gy B £ T I BRER SR AE A
FELE AIHBAE 1L AZ S BE AT AT A 22 PE VIR (177 vk, FL AR L i FH A7 A& i B30 LY
D B D AL GBS T2 R S B2 32 A4 5 S s il B s m Rk
[0430] 53— 5t A BIERAE 1R T ISR BB AR TR PR R PR HE T
Jii, FAsRE i A e i EoosE D Bl 0D AL S s nl 25 EE TR
JRER AR G BB R BEE BURIRCR .
[0431] 53— Jr i, AR BB 1R W IR W AL BCE WSS TEION SR iR R 7 R
%ﬁj\?ﬂ‘é\ FSH 708 W AR LA« 7300 A 5 AR FRODR M 380 TREE ] ) 5 s AR TR A
i IS o 28 I KK T L 90T T AP S i 208 SN 20 e BlAIL 2 S AT A
VIR IE 2 (RPN AR R T i, A R B i P A R i a0 B 3CE SR (D Bk
(T A A B ] 25 HT £ S BT 21 52 A4 5 DR I I B TR ROR »
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[0432] 55— MHD, AR B AL 1 IR IE AL BE W AR TE PR E AR B TR ORI R B
(0773, FeAFR I A e R EsCe (D 8 (1D A &9 E mT 25 H £ R
2 S AR 5| S B 70 B B AR

[0433] 55— 5 ], AR B ER A T HI AR S 9800 R IR T R Hh B B R T TR RS I 1
7712, A RE i A e R an FcE O (D B (LD A YE IR 25 F #h R B2
2 S AR G AN R BAE U AROR . FERTR VA 5 — D7 T, IR A 0 18 PR 1 22 5 i
A RSN FERTIR AR S — 05 T, T HIHAOB A A V) A R PR R R
JRER 4 52BN, BOL R 245 F 2h, Hlsd EC, RAR I DRV Mo T N SR B2 LR 4 324K 1%
PR LEXT AR R 2R 1 24k NS R 3 2R N B R & 5 2k m 20 15 5. fERTid
THER 5 — 5 T, TSRO R A AL A YD e i B PR B R T E 4 AR EN s L ]
ZiHEE, FE ECRAE M hReiE A N B 2R 4 SZARIIE BEPE L N B 3 3 24k
R 2D 17 £, I ECRAE M T BB VE X N BB U2 4 32RO IR B LU N PR R & 3
AR 2> 90 %, I ECo AR D B PN A BB B ot 2 4 SZAR R IR BT ot A BE R o
5 M E A 200 £, BUBE EC,RALM TR iR X N BB & 4 SRR SR LX)
NBER R 5 AR = 20 3000 f5

[0434] S — 71, AR ESRAE TIRIT A R RB L R E 4 2B RIEE bR - E
SE SR 3 (T AL BB T 25 SR A&, BT A7 TR T IR R/ BRR 2
PIRERIZGW, IR IOl / BREE 2 iEE [ < SR RIS Pk 28 PR , 14 5 A0 « 28 PER
T 98 0 e BRI AR B R AR s BT B 5 S A1 40 (R a0 R 1 DG 1 48 L R XUk DR 1
RN 2 R REAY, s 11 Bl A A T 3G 0 (0 A Q2 93 R = 2200 e, I BEME L BE R BRiS AN Y — Bign &
fiE s £¥ B & A 28 e AR B 98 AN % 220 E , 1 R A0RE 0 B0RE  SOWGms T 98 L 08 o i
I JOURH R 5558 AT IR SRR PR A PR A S 0 SE AR PR 9 HE ACRE , AL I R 9 PR
A, R AT R B B s AR TR B IR 25 e , A L8 IR R AADRE 5 H L PR D R
1 FAD T BE B AR Lo P v BRAR R P SOE s AR AR T B A% 5 (MR B IE , Ies B2
FEHE T Bl AN BT 5245 L B BB AG AN B 45 , Ak 2497 V2 SO vk L B Bk A 8] 52 AR B
FEHTHI AR TR o0 MR B RE T H I PR 5 L O R PR AR T AR IR AR B o0
L A9 1 R O PR SRR 5 B 9 B 9 E » 12 P R R S 3 S5 A A 1 e L 2 M i s 7
Wity R 1 AE AL, 538 98 G % i 52 MR P ehons S R B Bk, 05 R e s I B B A B
HeFAH R B IR LL v 7 R s A E , QR g B Ik (L R U5 3 vl 8 IR 2 9 T8 BRI
BRI AT 9 HHARAR 2R G AP 22 i e, W1 AE RE L FAIIE L 1012 Zh Be B AS A 2 R 9 0
B RS E TR » G0 B 9 M B R P B VR T

[0435] S — 7 MH, AR EHSRAE TIRIT A R R 2 4 2SI RIEE bR - B
B XD 3R (D A S PE L 25 $E 0 A&, AT AR =17 1B H A BN R A M
B E & G ER B IR U FSH W FE WG LR K 2 8 K R A FR IR R R
T~ P [l ) 5 SRR TS AL I /00 28 M7 R 9K 8 TG ML LR 7K S R T 3l AR
Gy UA BN 2 ST RIAT A R IEE AR P AR K AR B TR R R B Z .
[0436] 5 P fiff s 1 AR FH B B 00 2R S2 A VA 7 T T, A 28 0E 1 A R 2 A FE
Fio

[0437] R4 I 1 B TR AT T BT BCR 225K , 4515 B P, AR I A B RS D0 s RS FERE A2
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[0438] X (DHEL (I1) MEW 2 Z DM E IR ER 2R MC1-R.MC2-R\MC3-R\MC4-R Al
MC5-R) HITCAAR I ELAF He— AL S e AT IAE T IR AR & e v Fp AR R A4 (1) e

[0439] it [ fjik

[0440]  [&] 1A. jifiFH 100nmole/Kg Frififh- &5 6 /NN, 7EZE A0 K R RV FE I B9 S 8UE
LU 2 5726

[0441] & 1B. jifiFH 500nmole/Kg AT LA ¥)5 6 /NG, 7E25 A K IR TP S FEI B W) 58Uk
FHEL I P 22 57

[0442] &I 2A. JEFHAFIRIEEY) A JG, 7K RPN S BRI R E H .
[0443] & 2B. MEHIASFEIREASY A TG, 78 KR S5AEM L REBCFRMAEZ .
[0444]  [&] 3A. TR & 05 76K B S8 LU (1)~ F 3 B R NI B ZE .
[0445]  [&] 3B. EFHFTIEAL GG, 7E KRR SEAAMH L RBUE SR E 22 57

[0446] & 4A. i FTIRAL A5 7K B R S 8UA M LL P25 S R N1 SR 2 7+
[0447] & 4B. ERHFTIR LG5, 7R KRR S8R L RBUE R E 22 57

[0448]  KEHTEIAR

[0440]  FHT5E MUK ARAE =& 18 5 T AR U ASE, Horb N- R HIRAE /230, C- R
IR I AT, MR EREA SN, AR B s A, B R AT RR E IR L
B BRIAETIFNE S ARSCHAT F T A SRR PR TE B 5 AR 3 Py Jg e i AR
N D8 R AR AR R S S T L, ASCHE BRI T A ) & RS & FRT A 255 5.
WRESE B NME RS E

[0450] RIEMLES

[0451]

[0452] £ 5 P

[0453]

[0454]  Abu a - Z@HRT IR

[0455]  Ac e ik

[0456]  Acc 1= 25 —1- 31 (C;=Cy) FERERIR
[0457]  A3c 1- &3 -1- AR
[0458]  Adc 1- 53 -1- T
[0459]  Abc 1- &3 -1- N R
[0460]  A6c 1- &3 -1- RO R R
[0461]  Aha T- FAHEPR

[0462]  Ahx 6— F L R

[0463]  Aib a - FHER T

[0464] AlaBLA THEE

[0465] B -Ala B - &

[0466] Apn 5— @I X I (HN-(CH2) ,~C(0)
[0467] ArgEGR KA

[0468] hArg ks
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[0469] Asn BN  RABiE
[0470] AspBRD RAEHM

[0471]  Bal 3- HEIF MRV ST R
[0472]  Bip 4,4 — BT A R, R T R4 M FoR
[0473]

~CI)H2' 4
[0474]  Bpa 4~ R BIAN AR
[0475]  4-Br-Phe 4- I8 - AXHAM
[0476] Cha B - OHEAE®
[0477]  hCha - RO EF AR
[0478]  Chg ROREHE R
[0479] CysBLC “EIER
[0480]  hCys mr I R
[0481]  Dab 2,4~ “HRET R
[0482]  Dap 2, 3- “RAEA®
[0483] Dip B, B- IRENAR
[0484]  Doc 8- Z Ak -3, 6- HIRFIR, HASW -
[0485]
H (e]
/'Q*/"o’\/o'\}\‘
[0486] 2-Fua B —(2- BRIRAL ) - AR
[0487]  Gaba 4- FHT IR

[0488] GIn B Q  AEBEiL
[0489] GluBKE HEAEK
[0490] Gly B G HZHEMK
[0491] HisE(H HZEK
[0492]  3-Hyp R -3- B - R, B, (28, 3S) -3- BRI —2- R
[0493]  4-Hyp 4- PRI AR , B, (28, 4R) —4- R HEALIE S8 -2- R IR
[0494] TleB(1 S
[0495] Leuikl RAERE
[0496]  hleu B
[0497] LysB(K  #fizI%
24
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[0498]
[0499]
[0500]
[0501]
[0502]
[0503]
[0504]
[0505]
[0506]
[0507]
[0508]
[0509]
[0510]
[0511]
[0512]
[0513]
[0514]
[0515]
[0516]
[0517]
[0518]
[0519]
[0520]
[0521]
[0522]
[0523]

[0524]
[0525]
[0526]
[0527]
[0528]
[0529]
[0530]

Met Bk M  HIRAME

B —hMet B - I HImMAR

1-Nal B-(1-Z&4) AR :
2-Nal B-(2- ZEH:) WAMR

Nip 3— WRIE FF

Nle IER AR

Oic JNE M —2- R IR
Orn BEIR

2-Pal B —(2-mbmekt ) %
3-Pal B —(3-mtmekt ) W
4-Pal B —(4-mbmgkt )
Pen i

Phe Bl F  ZKNAMR

hPhe R TR R

Prod P & &

hPro = R

Ser BY S ZZ2Z R

Tle W— = R

Taz B —(4- MEMEIL ) TN IR
2-Thi B —(2- MEWy AL ) 2R
3-Thi B —(3-MEWy AL ) N2

Thr B0 T &R
Trp BLW R
Tyr8LY REAM
D-(Et) Tyr AL :

O
- I//\\ﬂ
H O
Val BV  GiE%

AR B S HA 45 5 R
Boc: BT RS

Bzl: IOKHZE
DCM: —E Bk

DIC:  N,N- A %
DIEA: AR
25
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[0531]  Dmab: 4—{N-(1-(4,4- ~H3E -2, 6- “EHF W) -3- PR TR ) -5} %
R

[0532]  DMAP: 4-( HAIFEGJEL ) mpmg

[0533] DMF - FPJ& F R

[0534] DNP:  2,4- LIl

[0535]  Fm: 27 3

[0536] Fmoc: 73k F A kit

[0537] For:  FMLA

[0538] HBTU: ZNFHERE 2- (1H- ZEFF =Mk —1- JE) -1, 1, 3, 3— PY H AR
[0539] cHex ¥

[0540]  HOAT: ZNFBERE 0- (7T— BRI =Mk —1- 3£ ) -1, 1, 3, 3— Py EEfR
[0541] HOBt: 1-3¥3Jk - ZK)fF=m

[0542] MBHA  4- FFJE IR HIJLJY

[0543] Mmt: 4- L=

[0544]  NMP:  N- FFJELIE LR

[0545]  O-tBu LT %k

[0546] Pbf:  2,2,4,6, 7- FiFF 3 A I FFHRE -5 it

[0547]  PyBroP i — = — Mtmgix — SRAH ML L
[0548]  tBu: LT %

[0549] TIS: =R

[0550]  TOS:  FPZETE

[0551] Trt — =R

[0552] TFA: =B

[0553]  TFFH: VU A2 3504 HR IV i PR Ik e 7 v Tk 1R
[0554]  Z: WA

[0555]  FillEde HiAH R, BR T N- R M 0, RAFHZERBRINTHA S (Bl Ala) #
RZE -NH-C(R) (R*)—CO- [ &5#), Hid R AR’ & 13 37 i Ay S B s i 1R M B (il 4, wof
TR, R=CH, H. R’ =H), 83 R 1 R” Al A ST A R

[0556] X N- K% R, 40 5 REM -

[0557]

[0558] 7Bt Ac-Nle—c (Cys—D-Ala-His-D-Phe-Arg—Trp—Cys) -NH, 1 [ % “NH ,” 7~
K N- Kok B4k » Ac-Nle—c (Cys—D-Ala—His-D-Phe-Arg-Trp—Cys), B %M Ac—N
le—c (Cys—D-Ala—His—D-Phe—-Arg—Trp—Cys) —OH F /7~ C— K im &I & IR

[0559]  “~c(Cys—Cys)— “BL“~¥F (Cys—Cys)— “Kingiltl :

[0560]

26



~

W B P
s S,
- N%—* —-— NiH_»
ol P
H @] H D]

[0561] “—c(Cys—Pen)— “B( “- I (Cys—Pen)— “FTIREEM -
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[0562]
Foued
H O H Q
[0563]  “—c(Asp-Lys)— “B{ “- 3 (Asp—Lys)— “FRin&EM -
[0564]

[0565]  “BEJL”HE R”-C(0)—, o R” 2 H. el A EUR RS  J ek L 4 B 1) A e 2t
I A A A 2 5 2 e B 0 2 B AR e 05 B |, I ELAE B S 77 S )l X
IR “Ac”,
[os66]  ~ fedk ” B A —ADEE AN IREF IR, Hod 2 AR SRR il g
. GRREET DUE HEEE O — AR SR B IR A .
[0567]  “¥RJtbrtl” R brdk, H RN — DM EZ N EE T — A BRI,
SEFE R B PR TR PR AL TR R AL R O RS
[os68] 7 % HXAR (ke 2L 7 48 bEdk, Horp R — AN E 2 AN SR 8% E 2= BRI, R
S, LRI, —OH. —CN. —SH. —NH,+ —NHCH,+ —NO,FIT —C | , k% 4 [ — AN 8% £ AN B AL 4 B
s Ho ik —C, g0l 2 AT 3% AT DA AE B PP AE 000 T S S7 M e B X1 3. —CF 5 —0CH,;+ —OCF,
AT = (CH,) ¢ 5~COOH [— B2 AN EUAIEEAR . AEAS R SEIE T S, /74E 1.2.3 Bl 4 M HL
’fﬁ%o - (CHZ) 0 zo_COOH E@ﬁ@%“i&?ﬁiﬂﬁ%@ﬁo Qﬁﬁ%éﬂﬁkﬁ - (CHZ) 0 zo_COOH H@iﬁ%@ﬁ
(AR R il M S EHE 2 —BFRIK A e LR BUT R 3 — IR RIE TN IR, 255 .
[0569] A “p” ALHE R S AL
[0570]  “ZRfedt” fa e, H R 1 — AN B N IR IR 8 0% T T AR ] - E A B
H —0— —S- BUREF—PEEZANHUR . fEAFRISLHE T P, /778 1 B2 MR F.
[0571] 7 B HUAR I e e e 7 45 R fe B, P e R — N E AN EE 48k B i 2 (BT,
s S IR AIAD . —OH, —CN. —SH. —NH,+ —NHCH,+ —NO, I —C , ,o%5% 3 (K] — AN B 22 A B4R 3 By
s Fo ik —Cy gl 2 AT 1% AT DA AE B A A 00 T S S M % B <1 2 —CF 5 —OCH,. —OCF,
AT = (CH,) ¢ 5~COOH []— B 2 N EUAR LB . AEAN[FISE 7 280, 474E 1.2.3 B 4 D EUR
H
[0572]  “Ufdk” 45 B2 MR RIS, JorP 77— AN B AR — B . Mk )E
BRI HE B A A — DM A R B ORI .
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[05738] 7 4 AR (0 0 B 7 AR M, Hoh — AN ECZ DN E ML B e = BRI, HL S IR M
f) . —OH. —CN. =SH. —NH,  -NHCH, -NO, 1 =C , , bt 45 (] — B 2 AN BRI B, o BTk —C, 4
P AT 3% AT AR AE R A 00 S M7 itk 5 <13 . —CF,. —OCHy —OCF,# — (CH ;) ¢ 5~COOH ) —
NN IR . FEASFISLE T 2, /77E 1,23 B 4 IR

[0574] 7 5k 7 FR HA &2/ — DI R 5 REE A, Frd PR B A ILHE n d4f
R, KA RIS =S A e R . 5 ORI I it Z0 B0 55 FEAROS 0t 4]
ebh, 75 AR 5 B 6 JuHR . FER S AERIE IR R AN E AR A /B . AR
PR PE S ARG AR L 1 250 . 2 253 Wk vk 2 — ki 9 — T, Ak, S5 SLEUC Ak
H —Cy oitdk —C | e 25 (R, . &0 IRATD . ~OH, —CN. —SH. —NH , —NO, #f s 25 EX
R —C, pokidi . —CF 4. —OCF,« Fl — (CH,) o ,—COOH. FEA AL )y &, A 0.1.2.3 B
4 ANHUHE

[0575] 7 ettt 7 FRIER: “H R IG “hAL.

[0576]  ARiE “ (C,—Cyp) EH 7 AFEHEEE MR IE, I AR AR S LR, 718
C,—Cyyo

[0577]  A0AR SCHT A ARG “ IE 8 407 ThRE TG 48 IR L 2R M [ Thee, ol LLA S HL P K W)
[ IEF AL BRI RE BN Aa A . IERThRE RS (H AR T 22 ma sl i 1 /0o 28 ML K TS
o L35 MR 7K P S S5 6 PR AT D R

[0578] QAR SCATHH (1, AR e B R 3R 5244 “ I3 ” AL S R XL &4, HE
Tt BCoo R AIE 19 ) B & VR AT — B 57 1 28 S AR (W Bk S5 A AT S At S B R R 2 A o &
VY 2 A% T DY 5 A LY 10 f5 DY) 15 5 B ADL) 1T A5 B DY) 90 5L E 4 200
5. 2/ %) 3000 58 ) 10, 000 FEECH 2 T K, B, AR B R B PR BB R 4 524k
B s O EC, R AE I D Re s Mot N RE R BT 2 4 AR b N BB R | 324k A
YR R 3 AR SA B R E 5 AR R m R D4 15 5. i B, R R R T
B3R 4 SZAR BN s I ECo RAE I D BEvE Mo N BE B BT 3% 4 5244 ok A BE R o
R 3 ZRMEREIE R R 17 5

[0579] &k

[0580] W] LA It b [F AH & B IR il £ A R BRI . DL 4, Stewart, J. M., 58N, Solid
Phase Synthesis(Pierce Chemical Co.,2d ed. 1984) , iRiE =¥ EACH: RPF1 R *A] LAIE
b AU O AR R 7 V2% B B N- R um B B I B i o 49, £ FH O D e 24k ] DAIE 2
Bk, 41 (C,—Cap) Bidk o I B AL T LR S e 38, 1 (C—Cyp) FRFE Mt , Hodh AL
TRES AR S R . IR B R, 40T, E'COOH B IR R N- AR LR H H g ] LA
PR, B, COB', @b e e IR g 5 3 BE/R M & (I B R A - S TR B e AE &
REiRA L/ SEIUBTR SR WIRUF s IR & B R, i, X — R B ORR TR, T
2SN 3 BEIR 22 1) HOBt HEAT i A L

[0581] 4 RUE -NH, I, BRI B Fmoc— Z LR U, %L R B K E] Rink Amide MBHA
PERE. IR R —OH, B4 Bk 14 i AR B2 Wang PSRBT Fmoc— ZE BRI 4A -

[0582]  fE A A6c FIT / B Aib IAR R BRIR ) A Rl HR, 0 T3 B85 B A B BAT 1 2 S5 R
5, AR TR Ay 2 /N o

[0583] "I~ [ ) St IR 1 il £ AR R IR BB B 77 12 BT J7 25 2 AR ATUEEE AN 51 A 1
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(K)o Hoh J5 it AU B AN 1 CR R FRALIX LS5 AT 1 B B i F A S AR
FEAT 5 PR AR e BV

ST 5
[0584]  SEififf] 1:Ac-Nle—c (Cys—D-Ala-His-D-Phe-Arg-Trp-Cys) -NH,SEQ ID NO:7

[0585]  7EAdvanced ChemTech 396® %4 Fifik & 1K (Louisville, KY40228) /i fij 2
AR (Fmoe) H22T7 15 G bRk . A B4 0. 58mmol/g B Rink Amided— H
IR 3 i (MBHA) B A ( N'()V‘ab-i()‘chem®, San Diego, CA) » ¥ A i) Fmoc % & IR

( Novabiochem®, A #1 Chem-Impex®, 11) 4 Fnoc-Nle-0H, Fnoc-Cys (Trt) ~OH,
Fmoc-D-Ala-0OH., Fmoc-His (Trt)-OH. Fmoc—-D-Phe-OH., Fmoc—Arg (Pbf) -OH #I
Fmoc—Trp (Boc) ~0H. LA 0. 035mmo | MUARHEAT A k. it N, N- LB (DMF) 11
25% W e AL 30 4381 R 22 Fmoc 2 B o fE R ME TP R, 44 Fmoc LR (10eq, 0. 35mmol)
N,N- = 5 N B = W g (DIC) (10eq, 0. 35mmol), F1 1- #2 K& — 2% 3F = Mk (HOBt)
(10eq, 0. 35mmo1) A T DMF (1. 4mL) . F DMF %% 3% )5, /£ DMF (1. 26mL) {5 A Fmoc— 2 At
2 (10eq, 0. 35mmol) /TR 2- (1-H- ZEFF =1k —1- 3£ ) -1, 1, 2, 3- VYL ARES (HBTU)
(8eq, 0. 28mmo1) » HOBT (10eq, 0. 35mmo1), 1 — A3k Z k% (DIEA) (20eq, 0. Tmmol) HE4T XX
3. X ACT 396" 2 Fh ik A B A 4w AR LAHEAT R I S BEFEFR « (LD DMF #63%4¢, (2) i DF
H) 25 %6 RIE AL 30 281 %25 Fmoc {R474E, (3) A DMF ¥ti4, (4) 7E DIC F1 HOBT 477E
F Fmoc ZIEMRABEL 1 /NF, (5) F DMF Jgi, (6) 7E HBTULHOBt 1 DIEA A74E ~ B4 4
FHIF ) Fmoc PR XUE IR 1 /NN o ARAB AR B IR 7 20 DI AR IO G o IR BEAR T IR R 25 i
J5 1) Fmoc— {5473 5 , 48 A DME A1 — &0 FR 4% (DOMD 7843 e ig it i

[0586] A T AR, KA g I TRALH,0 Al = S TR L AL S5 (TTS) (v/v/v:90/6.2/3. 8)
(v (L. 5mL) 7E %R N AL 2 /e o S8R IEAE SRR BN 30mL Fk o ik 25 o e DT
VEVD K ZAA P TEARAE K (~ TmL) R FFIEE N 2N NHHCO, 8 55 K VAWK pH 22~ 7. 5.7
I TRHEBT A AR 72 AN o A SR 4 HPLC 245 BT Cs DYNAMAX-100%
A° FE (4x43cm) ( Varian@), Walnut Creek, CA) 204 T3 ¥ 7= 4. 18 H 85%A: 15%B |
30%A: 7T0%B 28 PERR VMR A F29 | /NS, Hor A 9 0. I%TFA K&, B A 0. 1%TFA ZIE7E
W @I A HPLC R4 43 3F HA 5 A 2l 7= M) B IR e 4% 43 R 45 21 10. 3mg (27% 77
) BalEfE. H HPLC A4l 5F BRI AL 88% . MBI E FIb 5l (ESI-MS) 434
83 1073. 6 B4 T& (5 1074. 3 B> FE—F0.

[0587]  SLjifafs] 2: Ac—Cha—c (Asp—His-D-Phe—-Arg-Trp-Gaba-Lys) -NH,SEQ 1D NO:6

[0588] ¢ Applied Biosystems™ (Foster City, CA)430A B fik & i AX 4 pl b M ik

BT ik & Rl 28 B3 B T 03 Boce Ab 22 B AH K& e WL Schnolzer, % A, Int. J. Peptide
Protein Res.,40:180(1992) . ffiFH B H 0. 91mmol /g B ) 4— FF 3 K FF L % (MBHA)

W & ( Peninsula®, Belmont, CA). 1 Fl [ Boc % % M ( Novabiochem®, San
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Diego, CA and Chem,,-'l’]npex@,‘ Wood Dale, IL) A :Boc—Cha—O0H. Boc—Asp (OFm) —OH.

Boc—His (DNP) —OH, Boc-D-Phe—0H. Boc—Arg (Tos) —OH. Boc—Trp (For) —OH, Boc-Gaba—OH, #H
Boc-Lys (Fmoc) —OH. LA 0. 20mmol AR HEAT A k. It H LOO%TFA 4bFE 2x1 73 %f R 2= Boc
FH. ¥ Boc @IERR (2. 5mmol) ] HBTU (2. Ommol) 1 DIEA (1. OmL) 7E 4mlL DMF h¥ii% 4k If
B I, ANTE S TR AR — A g TRA & ABIBER ) Ky 5 4.

[0589] £F Boc—Asp (OFm)-His (DNP) -D-Phe—Arg(Tos) —Trp (For) -Gaba-Lys (Fmoc) ~MBHA
BEFLEE AT, B Ik — M HR AL B BIRR BN 2% LI S RIS 28 o RN R TRDKE A4 s A DMF H 1 25 %
WRIEALFE 15 434, FT DMP 5%, 35 7 DMF (2mL) 7S B BR IR — = — LR 58 - 488 (PyBrOP)
(6eq, 0. 3mmo1) \DIEA (1mL), F14—( —H &L ) MLng (DMAP) (24mg) $23) 12 /N, F DMF 3
W5 R TIE A LOO%TFA BEige PRI, B IR AL FE 2 /NsE, FH DMF A DCM #E35%, 2R 5 RS 188 1/4
[k —#4 HiE (0. 05mmo1) AT F X AE DMF 1 [ HBTU (9eq, 0. 45mmo1) F DIEA (0. 25mL) FF/E
F Boc—Cha—0H (10eq, 0. 5mmo1) fHIE: 10 4+%h . A 100% TRA 2R TR UK, BRR L) 2 53560, SR 5
FH DMF i ik — #4 Jig « 183 B DMF A (1) ZLER T (40eq, 2. Ommo1) A1 DTEA (20eq, 1. Ommo1) $%3))
PG 1 /NS EAT B i v 2D 38 B DMIF a3k )5, A i FH DME w5 20% 372 2,15 /10%D TEA
TEVRALER , IR AL R R 24 30 438, DABR 2 A &R M %E - (%) DNP St [4. J@xE A 15% LR
/15% 7K /TO%DME ¥R S IR, BRRAES) 30 43%h, bR 2= A R EE i Rk . Ik —
P DMF AT DCM He ik HgE T4 @I 7E S Iml 2K AR IR A f B (30mg) (1) 10mL
HE o 0°C Rtk — W1 75 7 BhidhAT & fa I3 . il B nbe 2 HF . B & (6x10mL)
Ve G I AN HOAc (6x10mL) ZEHX.

[0500] £ J AH il % M & O VR A2 Hr(HPLO B E A R A VYDACY CfE

(Nest Group®, Southborough, MA) ZEALAKVEX B b (KIKIR &7, LR VERRIE (40 40

N 10% 21 50 % FI¥EVR BD LA 10mL/ 73 Bf BRI IS e AT+ GBI A= & 0. 1%TFA [KI7K 78
B= % 0. 1%TFA [ &JE) . WG Jf it 3 i HPLC ke & . & JF & 20 W R 3 95
To 15335, Img A EMEE, =20 8. 9%, F=T 7 HrPk HPLC 23 Hr B2 588 94. 5%, FLIBE 5
FRAEAL (MS(BS))S MR EI0F 8N 1148.5 (5 1148. 3 HEL ST EH—20.

[0591]  ARGUHEL AN S AT A AL T Fak— et & - A/ BOAE R SE 48] o B A FF 1
()5 RSP B, T DA 28 A R BH () HLAR IR, 4R 1A A1 1B TR IR 4k 54

[0592]  ARTUHEL AN S AT A R T Fak— et & A/ BOAE R SE 48] o BB A T 1
[R5 RSP B, T DA 28 A R BH () HLAR IR, a3 1A A1 1B TR A 14k 540 o

[0593]  HR#E FiA A3 )2 PR AT LAF 2T 10 1 e

[0594] Ac—Nle—c (Asp—His-D-Phe-Arg-Trp— B —Ala-Lys)-NH,; SEQ ID NO:1

[0595] Ac—Nle—c (Asp—His—D-Phe-Arg-Trp—A6c-Lys)—NH,; SEQ ID NO:1

[0596] Ac—Nle—c (Cys—His—D-Phe-Arg-Trp—Ahx—Cys)-NH,; SEQ ID NO:2

[0597] D-Phe-c (Cys—His—D-Phe-Arg-Trp—-Ala-D—Cys)-Thr—Ni,; SEQ ID NO:3

[0598] D-Phe—c (Cys—His—D-Phe-Arg-Trp— B -Ala-D-Cys) -Thr-NH,; SEQ ID NO:3

[0599] D-Phe-c (Cys—His-D-Phe-Arg-Trp-Gaba-D-Cys)-Thr—-NH,; SEQ ID NO:3

[0600] Ac—Nle—c (Cys—His—D-Phe-Arg-Trp—Apn—Cys)-NH,; SEQ ID NO:2
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[0601] Ac—Nle—c (Asp—His—D-Phe-Arg-Trp—Apn-Lys)-NH,;SEQ ID NO:4

[0602] Ac—A6c—c (Asp—His—D-Phe-Arg-Trp—Gaba—Lys)-NH,; SEQ ID NO:5
[0603] Ac-D-2-Nal-c (Asp—His-D-Phe-Arg-Trp-Gaba-Lys)-NH,; SEQ ID NO:6
[0604] Ac—Nle—c (Asp—His-D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:6
[0605] Ac—Nle—c(Cys—B -Ala-His-D-Phe-Arg-Trp—Cys)-NH,;SEQ ID NO:7
[0606] Ac—Nle—c (Cys—Gaba-His—D-Phe-Arg-Trp—Cys)-NH,;SEQ ID NO:7
[0607] Ac—Nle—c (Cys—Aib-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:7

[0608] Ac—Nle—c (Cys—Gly-His-D-Phe-Arg-Trp—Cys)-NH,;SEQ ID NO:7

[0609] Ac—Nle—c (D-Cys—-Ala-His—D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:8
[0610] Ac—Nle—c (D-Cys—D-Ala-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:8
[0611] Ac—Nle—c (D-Cys— B —-Ala-His-D-Phe-Arg-Trp—Cys)—Ni,; SEQ ID NO:8
[0612] Ac—Nle—c (D-Cys—Gaba—His-D-Phe-Arg-Trp—Cys)-NH,:SEQ ID NO:8
[0613] Ac—Nle—c (D-Cys—Aib-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:8
[0614] Ac—Nle—c (D-Cys—-Gly-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:8
[0615] Ac—Nle—c (Cys—D-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,; SEQ ID NO:9
[0616] Ac—Nle—c (Cys— B —Ala-His-D-Phe-Arg-Trp—D—-Cys)—Ni,;SEQ ID NO:9
[0617]  Ac—Nle—c (Cys—Gaba—His-D-Phe-Arg-Trp-D—Cys)-NH,; SEQ ID NO:9
[0618] Ac—Nle—c (Cys—Aib-His-D-Phe-Arg-Trp-D-Cys)-NH,; SEQ ID NO:9
[0619] Ac—Nle—c (Cys—Gly-His-D-Phe-Arg-Trp-D-Cys)-NH,; SEQ ID NO:9
[0620] Ac—Nle—c (D-Cys—-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,; SEQ ID NO:10
[0621]  Ac—Nle—c (D-Cys—D-Ala-His-D-Phe-Arg-Trp—-D-Cys)-NH,; SEQ ID NO:10
[0622] Ac-Nle—c (D-Cys—B -Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,: SEQ ID NO:10
[0623] Ac-Nle—c (D-Cys—Gaba-His-D-Phe-Arg-Trp-D-Cys)-NH,; SEQ ID NO:10
[0624] Ac-Nle—c (D-Cys—-Aib—His-D-Phe-Arg-Trp-D—Cys)-NH,:SEQ ID NO:10
[0625] Ac—0Oic—c (Asp—His—D-Phe-Arg-Trp—Gaba—Lys)-NH,;SEQ ID NO:11
[0626] Ac—Chg—c (Asp—His-D-Phe-Arg-Trp—Gaba—Lys)-NH,;SEQ ID NO:11
[0627]  Ac—hCha—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11
[0628] Ac-D—Cha—c (Asp—His—-D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11
[0629] Ac—Nip—c (Asp—His-D-Phe-Arg-Trp—Gaba—Lys)-NH,;SEQ ID NO:11
[0630] Ac—hPro—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11
[0631] Ac—hLeu—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11
[0632] Ac—hCha—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11
[0633] Ac—Phe—c (Asp—His—-D-Phe-Arg-Trp—Gaba—Lys)-NH,; SEQ ID NO:11
[0634] Ac-D-Phe—c (Asp—His-D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11
[0635] Ac-D-Chg—c (Asp—His—-D-Phe-Arg-Trp—Gaba—Lys)-NH,; SEQ ID NO:11
[0636] 1] ®iJE: —Cha—c (Asp—His—D-Phe-Arg-Trp—Gaba—Lys)-NH,; SEQ ID NO:12
[0637]  Ac—hPhe—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)-NH,; SEQ ID NO:11
[0638] Ac—B -hMet—c (Asp—His—-D-Phe-Arg-Trp-Gaba-Lys)-NH,; SEQ ID NO:11
[0639] Ac—Gaba—c (Asp—His—D-Phe-Arg-Trp-Gaba-Lys)-NH,;SEQ ID NO:11
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[0640]
[0641]
[0642]
[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]
[0654]
[0655]
[0656]
[0657]
[0658]
[0659]
[0660]
[0661]
[0662]
[0663]
[0664]
[0665]
[0666]
[0667]
[0668]
[0669]
[0670]
[0671]
[0672]
[0673]
[0674]
[0675]
[0676]
[0677]
[0678]

Ac—Cha—c (Asp—His—D-Phe-Arg-D-Trp—Ala-Lys)-NH,; SEQ ID NO:13
Ac—hCha—c (Asp—His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,; SEQ ID NO:13
Ac-Leu—c (Asp—His—D-Phe-Arg-D-Trp—Ala-Lys)-NH,; SEQ ID NO:13
Ac-hLeu—c (Asp—His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,; SEQ ID NO:13
Ac-Phe—c (Asp—His-D-Phe-Arg-D-Trp—Ala-Lys)-NH,; SEQ ID NO:13
Ac-Nle—c (Asp—His-D-Phe-Arg-D-Trp-D-Ala-Lys)-NH,: SEQ ID NO:14
Ac-Nle—c (Asp—His—D-Phe-Arg-D-Trp— B -Ala-Lys)-NH,: SEQ ID NO:14
Ac-Nle—c (Asp—His—D-Phe-Arg-D-Trp—Gaba-Lys) -NH,; SEQ ID NO:14
Ac—Nle—c (Asp—His—D-Phe-Arg-D-Trp—Aha-Lys)—Ni,; SEQ ID NO:14
Ac—Nle—c (Asp—His—D-Phe-Arg-D-Trp—Apn-Lys) —Ni,; SEQ ID NO:14
Ac—Nle—c (Cys—His—D-Phe-Arg-D-Trp—Apn—Cys) -NH,; SEQ ID NO:15
Ac-Nle—c (Cys—His—D-Phe-Arg-D-Trp—Gaba—Cys) -NH,; SEQ ID NO:15
Ac-Nle—c (Cys—His—D-Phe-Arg-D-Trp—Ahx—Cys)-NH,; SEQ ID NO:15
Ac—Nle—c (Cys—His—D-Phe-Arg-D-Trp— B -Ala—Cys) -NH,: SEQ ID NO:15
Ac-Nle—c (Cys—His—D-Phe-Arg-D-Trp-D-Ala—Cys)-NH,; SEQ ID NO:15
Ac-Nle—c (Cys—D-Ala-His-D-2-Nal-Arg-Trp—Cys)—NH,; SEQ ID NO:16
Ac—Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—2-Nal-Cys)-NH,; SEQ ID NO:16
Ac-Nle—c (Cys—D-Ala-His-D-2-Nal—-Arg—1-Nal-Cys)-NH,; SEQ ID NO:16

1E T B Nle—c (Cys—D-Ala—His-D-Phe—-Arg—2-Nal—Cys) —NH,; SEQ ID NO:17
1E T B Nle—c (Cys—D-Ala—His—D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:17
Ac-Nle—c (Cys—D-Ala-His—-D-Phe-Arg—2-Nal-Cys)—NH,;SEQ ID NO:18
Ac—Nle—c (Cys-D-Ala—His-D-Phe-Arg—1-Nal—Cys)-NH,: SEQ ID NO:18
Ac—Nle—c (Cys—D-Ala—His-D-Phe-Arg-Bal-Cys)-NH,; SEQ ID NO:18
Ac—-Nle—c (Cys-D-Glu—His-D-Phe-Arg-Trp—Cys) -NH,; SEQ ID NO:61
Ac—Nle—c (Asp—His—D-Phe-Arg-Trp-D-Ala-Lys)-NH,;: SEQ ID NO:19
Ac-Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—Bal-Cys)—NH,; SEQ ID NO:20
Ac—Nle—c (Pen-D-Ala-His-D-Phe-Arg-Trp—Cys)—Ni,; SEQ ID NO:21
Ac—Nle—c (Cys—D-Ala—His-D-Phe-Arg-Trp—Pen)-NH,; SEQ ID NO:22
Ac-Nle—c (Pen-D-Ala-His-D-Phe-Arg—Trp—Pen)-NH,; SEQ ID NO:22

D-Phe—c (Cys—His—D-Phe~hArg-Trp— B —~Ala-D—Cys) —~Thr—NH,; SEQ ID NO:23
D-Phe—c (Cys—His-D—(Et) Tyr-Arg-Trp— B ~Ala-D-Cys) ~Thr-NH,; SEQ ID NO:24
D-Phe—c (Cys—His-D-Phe-Arg-Bip— B -Ala-D-Cys) -Thr-NH,; SEQ ID NO:25
D-Phe—c (Cys—His-D—(Et) Tyr-hArg-Trp— B —Ala-D—Cys) ~Thr—NH,; SEQ ID NO:24
D-Phe—c (Cys—His—D-Phe~hArg-Bip— B —~Ala-D—Cys) —Thr—NH,; SEQ ID NO:26
D-Phe—c (Cys—-His-D—(Et) Tyr-hArg-Bip— B —Ala-D—-Cys) -Thr—NH,; SEQ ID NO:26
Ac—Nle—c (Cys—D-Ala—His-D-Phe-Arg-Trp—Gly—Cys)—NH,; SEQ ID NO:54
Ac-Nle—c (Cys—D-Ala-His-D-Phe-Arg-Trp-D-Ala—-Cys)-NH,; SEQ ID NO:54
Ac-Nle—c (Cys—D-Ala—-His—D-Phe-Arg-Trp— B —Ala—Cys)-NH,; SEQ ID NO:54
Ac-Nle—c (Cys—D-Ala—-His-D-Phe-Arg-Trp—-Gaba—Cys)-NH,; SEQ ID NO:54
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[0679]
[0680]
[0681]
[0682]
[0683]
[0684]
[0685]
[0686]
[0687]
[0688]
[0689]
[0690]
[0691]
[0692]
[0693]
[0694]
[0695]
[0696]
[0697]
[0698]
[0699]
[0700]
[0701]
[0702]
[0703]
[0704]
[0705]
[0706]
[0707]
[0708]
[0709]
[0710]
[0711]
[0712]
[0713]
[0714]
[0715]
[0716]
[0717]

Ac-Nle—c (Cys—D-Ala—His-D-Phe-Arg-Trp—Apn—Cys) —NH,; SEQ ID NO:54

Nle—c (Cys—His-D-Phe—Arg-Trp—-Apn—Cys) -NH,; SEQ ID NO:27

Ac-Nle—c (Asp—D-Ala-His-D-Phe-Arg-Trp-Lys)-NH,; SEQ
Ac—-Nle—c (Asp—D-Ala—His-D-Phe-Arg-Bal-Lys)—NH,; SEQ

ID NO:28
ID NO:28

Ac—c (Cys—Glu—His-D-Phe-Arg-Trp—-Ala-Cys) -NH,; SEQ ID NO:55

Ac—c (Cys—Glu—His-D-Phe-Arg-2-Nal-Ala—Cys) —NH,; SEQ
Ac—c (Cys—-D-Ala-His-D-Phe-Arg-Trp—Ala—Cys)-NH,; SEQ

Ac—c (Cys—-D-Ala—His-D-Phe-Arg—2-Nal-Ala—Cys)-NH,; SEQ ID NO:56
Ac-Nle—c (Cys—D-Ala-His-D-Phe-Arg-Trp—Ala—Cys)-NH,; SEQ ID NO:57

ID NO:55
ID NO:56

Ac-Nle—c (Cys—D-Ala-His-D-Phe-Arg-Trp— B —Ala—Cys) -NH,; SEQ ID NO:57

Ac-Nle—c (Cys—D-Ala-His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:57

Ac—Nle—c (Cys—D-Ala-His—D-Phe—-Arg—Trp—Pen) —OH; SEQ
Ac—Nle—c (Cys—D-Abu-His-D-Phe-Arg-Trp—Cys) —-NH,; SEQ
Ac—Nle—c (Cys—D-Val-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ
Ac-Nle—c (Cys—D-11le-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ
Ac—Nle—c (Cys—D-Leu—His-D-Phe-Arg-Trp—Cys)-NH,; SEQ
Ac-Nle—c (Cys—D-Tle-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ
Ac—Nle—c (Cys—D—Cha-His-D-Phe-Arg-Trp—Cys)-NH,; SEQ
Ac—-Nle—c (Pen—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ
Ac—-Nle—c (Cys—His-D-Phe-Arg-Trp—Gaba—-Pen) -NH,; SEQ
Ac—-Nle-c (Pen—His-D-Phe-Arg-Trp—Gaba-Pen) -NH,; SEQ
Ac—Leu—c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ
Ac—Cha-c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ
Ac-Tle—c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ
Ac—Phe—c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ
Ac—Val-c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ

Ac—2-Nal—c (Cys—His-D-Phe-Arg-Trp—Gaba—Cys) -NH,; SEQ ID NO:33

ID NO:29
ID NO:30
ID NO:30
ID NO:30
ID NO:30
ID NO:30
ID NO:30
ID NO:31
ID NO:32
ID NO:32
ID NO:33
ID NO:33
ID NO:33
ID NO:33
ID NO:33

Nle—c (Cys—His-D-Phe-Arg-Trp-Gaba—Cys) —NI,; SEQ ID NO:34
Phe—c (Cys—His-D-Phe-Arg-Trp-Gaba—Cys) —NI,; SEQ ID NO:34

Ac-Nle—c (Cys—3-Pal-D-Phe-Arg-Trp—Gaba—Cys) -NH,: SEQ ID NO:35

Ac—Nle—c (Cys—D-Ala-His—-D-Phe—-Arg—Trp—Cys) —OH; SEQ
Ac—Nle—c (Cys—His—Phe-Arg-D-Trp—Gaba—Cys) -NH,; SEQ

Ac-Nle—c (Asp—D-Ala-His-D-Phe-Arg-Bal-Ala-Lys)-NH,; SEQ ID NO:58

Ac—Nle—c (Asp—His—D-2-Nal-Arg-Trp—Ala-Lys)-NH,; SEQ

Ac-Nle—c (Asp—His—D-2-Nal-Arg-Trp— B -Ala-Lys)-NH,; SEQ ID NO:38
Ac-Nle—c (Cys—His—D-2-Nal-Arg-Trp—Gaba—Cys)-NH,; SEQ ID NO:39

Ac—Nle—c (Cys—His—D-2-Nal-Arg-Trp—Ahx—Cys)-NH,; SEQ

Ac—hPhe—c (Asp—His—-D-2-Nal-Arg-Trp—-Gaba-Lys) —NH,; SEQ ID NO:40
Ac—Cha—c (Asp—His—D-2-Nal-Arg-Trp—Gaba-Lys) -NH,; SEQ ID NO:40
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[0718]
[0719]
[0720]
[0721]
[0722]
[0723]
[0724]
[0725]
[0726]
[0727]
[0728]
[0729]
[0730]
[0731]
[0732]
[0733]
[0734]
[0735]
[0736]
[0737]
[0738]
[0739]
[0740]
[0741]
[0742]
[0743]
[0744]
[0745]
[0746]
[0747]
[0748]
[0749]
[0750]
[0751]
[0752]
[0753]

Ac—Nle—c (Asp—His—D-Phe-Arg-Trp— B —Ala-Lys) —OH; SEQ ID NO:41
Ac—Nle—c (Cys—His—D-Phe—-Arg-Trp—-Ahx—Cys)-OH; SEQ ID NO:42
D-Phe—c (Cys—His—D-Phe-Arg-Trp-Ala-D-Cys) -Thr—-OH; SEQ ID NO:43
D-Phe—c (Cys—His-D-Phe-Arg-Trp— B —-Ala-D-Cys) ~Thr—OH; SEQ ID NO:43
D-Phe—c (Cys—His-D-Phe—-Arg-Trp—-Gaba-D-Cys) —-Thr—0H; SEQ ID NO:43
Ac—Nle—c (Cys—His—D-Phe-Arg-Trp—Apn—Cys)—OH;SEQ ID NO:42
Ac—Nle—c (Asp—His—D-Phe—-Arg—Trp—Apn—Lys)—OH;SEQ ID NO:41
Ac—Cha—c (Asp—His—D-Phe—-Arg—Trp—-Gaba-Lys)—0H;SEQ 1D NO:44
Ac—Nle—c (Asp—His—D-Phe—-Arg—Trp—Gaba-Lys)—0H;SEQ ID NO:44
Ac—Nle—c (Cys—D-Ala-His—D-Phe—Arg—Trp—Cys)—OH;SEQ ID NO:29
Ac—Chg—c (Asp—His—D-Phe—-Arg-Trp—Gaba-Lys)—0H;SEQ ID NO:44
Ac—D-Cha—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)—OH; SEQ ID NO:44
Ac—hCha—c (Asp—His—D-Phe-Arg—-Trp—Gaba—Lys) —OH;SEQ ID NO:44
Ac—D-Chg—c (Asp—His—D-Phe-Arg-Trp—Gaba-Lys)—OH; SEQ ID NO:44
Ac—hPhe—c (Asp—His—D-Phe-Arg—-Trp—Gaba—Lys) —OH; SEQ 1D NO:44
Ac—Nle—c (Cys—His—D-Phe—-Arg-D-Trp—Gaba—Cys)—OH; SEQ 1D NO:45
Ac—Nle—c (Cys—His—D-Phe—-Arg-D-Trp—Ahx—Cys) —OH; SEQ ID NO:45
Ac—Nle—c (Cys—His-D-Phe-Arg-D-Trp— B —Ala—Cys) —OH;SEQ ID NO:45
Ac—Nle—c (Cys—His—D-Phe-Arg-D-Trp-D-Ala—Cys)—0H; SEQ ID NO:45
Ac—Nle—c (Cys-D-Ala-His—D-2-Nal-Arg-Trp—Cys)—0H; SEQ ID NO:46
Ac—Nle—c (Cys-D-Ala-His—D-2-Nal-Arg—2-Nal—-Cys)-OH;SEQ ID NO:46
Ac—Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—1-Nal-Cys)—-OH;SEQ ID NO:46
Ac—Nle—c (Cys—D-Ala-His-D-2-Nal-Arg—Bal-Cys)—-O0H;SEQ ID NO:46
Ac—Nle—c (Pen-D-Ala-His—D-Phe—-Arg—Trp—Cys)—OH;SEQ 1D NO:47
Ac—Nle—c (Cys—D-Ala-His—D-Phe—Arg—Trp—Pen) —OH;SEQ 1D NO:29
Ac—-Arg—c (Cys—D-Ala—His-D-Phe-Arg-Trp—Cys)-NH,; SEQ ID NO:50
Ac-D-Arg—c (Cys—D-Ala-His-D-Phe—Arg-Trp—Cys) —NH,; SEQ ID NO:50
Ac-D-Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp—Pen) -NI,; SEQ ID NO:51
Ac-D-Arg—c (Cys—His-D-Phe-Arg-Trp—Gaba-Pen) -NH,; SEQ ID NO:52
Ac-Arg—c (Cys—His—D-Phe-Arg-Trp—Gaba—-Pen) -NH,; SEQ ID NO:52
Ac—-Arg—c (Cys—D-Ala-His—D-Phe-Arg-Trp—Pen) -NI,; SEQ ID NO:51
Ac-D-Arg—c (Asp—His-D-Phe-Arg-Trp—Ala-Lys)-NH,; SEQ ID NO:53
Ac-Arg—c (Asp—His—D-Phe-Arg-Trp—Ala-Lys)-NH,; SEQ ID NO:53
Ac—Arg—c (Cys—D-Ala—His-D-2-Nal-Arg-Trp—Cys) —NH,: SEQ ID NO:49 Fi
Ac—Nle—c (Cys—His—D-Phe—-Arg-Trp—-Gaba—Pen) —-OH SEQ ID NO:48.
AGUREARN BT ST ik — e AT/ BUAE R ) SE i 1] o BAd 2 FF (1)
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34/68 1l

Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-f-Ala-Lys)-
NH;

1095.27

1095.2

96.4

SEQ
ID
NO:1

Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-A6c-Lys)-N
H;

1149.36

1149.0

96

SEQ
D
NO:1

Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Ahx-Cys)-N
H,

4

1116.38

1115.8

98

SEQ

D-Phe-¢(Cys-His-D-Phe-Arg-Trp-Ala-D-Cys)-
Thr-NH,

1167.38

1167.3

99

D-Phe-c(Cys-His-D-Phe-Arg-Trp-f-Ala-D-Cys)
-Thr-NH;

1167.38

1167.5

93

D-Phe-¢(Cys-His-D-Phe-Arg-Trp-Gaba-D-Cys)
-Thr-NH;

118141

1181.9

99

Ac-Nle-¢(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-N
H;

1102.35

1103

99

Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-Apn-Lys)-N
H;

1123.32

1123.9

99

Ac-A6e-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-
NH;

1121.31

1121.2

Ac-D-2-Nal-c(Asp-His-D-Phe-Arg-Trp-Gaba-L
v$)-NH,

1193.37

1193.2

92.6

[0758]
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SEQ
1149.36 | 11494 (945 ID
NO:6
SEQ
1109.3 [1109.2 (915 | ID
NO:6
SEQ
10743 | 1074.6 |983 ' ID

Ac-Cha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-
NH;,

Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-
NH,

Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-
NH,

Ac-Nle-c(Cys-fi-Ala-His-D-Phe-Arg-Trp-Cys)-
NH,

1074.3 | 10744 |91 iD

Ae-Nle-¢(Cys-Gaba-His-D-Phe-Arg-Trp-Cys)-
NH;

1088.32 | 10884 | 93 ID

Ac-Nle-¢(Cys-Aib-His-D-Phe-Arg-Trp-Cys)-N
H;

1088.32 | 1088.4 | 80 ID

Ac-Nle-¢(Cys-Gly-His-D-Phe-Arg-Trp-Cys)-N
H;

1060.27 | 1060.4 | 90 ID

Ac-Nle-¢(D-Cys-Ala-His-D-Phe-Arg-Trp-Cys)-
NH;

1074.3 | 1074.4 | 93 1D

Ac-Nle-¢(D-Cys-D-Ala-His-D-Phe-Arg-Trp-Cy

1074.3 | 10744 | 81 iD

Ac-Nle-c(D-Cys-p-Ala-His-D-Phe-Arg-Trp-Cys
)-NH,

1074.3 | 10744 |92 ID

[0759]
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SEQ
1088.32 | 1088.4 | 94 1D
NO:8
SEQ
1088.32 | 1088.4 | 91 1D
NO:8
SEQ
1060.27 | 10604 | 96 1D
NO:8
SEQ
10743 | 10744 |66 ID
NO:9
SEQ
1074.3 | 1074.2 | 94 1D
NO:9
SEQ
1088.32 | 1088.2 | 93 D
NO:9Y
SEQ
1088.32 | 1088.4 | 90 iD
NO:9
SEQ
1060.27 | 1060.4 | 91 1D

Ac-Nle-c(D-Cys-Gaba-His-D-Phe-Arg-Trp-Cys
)-NH,

Ac-Nle-¢(D-Cys-Aib-His-D-Phe-Arg-Trp-Cys)-
NH,

Ae-Nle-¢(D-Cys-Gly-His-D-Phe-Arg-Trp-Cys)-
NH;

Ae-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-D-Cy
s)-NH,

Ac-Nle-¢(Cys-fi-Ala-His-D-Phe-Arg-Trp-D-Cys
)-NH,

Ac-Nle-¢(Cys-Gaba-His-D-Phe-Arg-Trp-D-Cys
)-NH,

Ac-Nle-¢(Cys-Aib-His-D-Phe-Arg-Trp-D-Cys)-
NH;

Ac-Nle-¢(Cys-Gly-His-D-Phe-Arg-Trp-D-Cys)-
NH;

Ac-Nle-¢(D-Cys-Ala-His-D-Phe-Arg-Trp-D-Cy , 1D
‘ 1074.3 | 1074.4 | 65 .
$)-NH, NO:1

Ac-Nle-¢(D-Cys-D-Ala-His-D-Phe-Arg-Trp-D- | , D
v 1074.3 | 1074.2 | 93 y
Cys)-NH, NO:1

[0760]
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37/68 L

Ac-Nle-¢(D-Cys-p-Ala-His-D-Phe-Arg-Trp-D-
Cys)-NH,

1074.3

1074.4

92

SEQ
D
NO:1
0

Ac-Nle-¢(D-Cys-Gaba-His-D-Phe-Arg-Trp-D-
Cys)-NH;

1088.32

1088.4

90

SEQ
ID
NQO:1
(1}

Ac-Nle-¢(D-Cys-Aib-His-D-Phe-Arg-Trp-D-Cy
S)‘-N H,

1088.32

1088

95

SEQ
D
NO:1
0

Ac-Qic-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-
NH,

1147.35

11474

97.5

ID
NO:1
1

Ae-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-
NH,

1135.33

1135.1

99

SEQ
D
NO:1
1

Ac-hCha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys
)-NH;

1163.39

1163.4

99

SEQ
ID
NO:1
1

Ac-D-Cha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Ly
s)-NH;

1149.36

1149.2

99

D
NO:1
1

Ac-Nip-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-
NH;

1107.28

1107

98.9

SEQ
D
NO:1
1

[0761]
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SEQ
Ac-hPro-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys) , . " 1D
1107.28 | 1107.4 | 99 .
-NH, NO:1
1
SEQ
Ac-hLeu-c{Asp-His-D-Phe-Arse-Trp-Gaba-Lys) ) D
SRR Fip ¥ 2sa2 (11232 )90 |0
-NH; NO:1
1
Ac-D-hCha-c(Asp-His-D-Phe-Arg-Trp-Gaba-L P B ID
o ' ' 1163.39 | 1163.6 | 94 o
ys)-NH; NO:5
9
Ac-Phe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)- ; o ID
_ 1143.31 (11433 (969 |
NH; NO:1
1
SEQ
Ac-D-Phe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Ly , e 1D
, ’ 1143.31 | 1143.3 | 96.5 N
s)-NH, NO:1
1
SEQ
Ac-D-Chg-¢(Asp-His-D-Phe-Arg-Trp-Gaba-Ly | . 1D
¢-D-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Ly | 1223 11354 (99 |10
$)-NH; NO:1
1
SEQ
n-Butyryl-Cha-c(Asp-His-D-Phe-Arg-Trp-Gab , ‘ | ID
il 117741 11775 [88.6 |
a-Lys)}-NH; NO:6
0
SEQ
Ac-hPhe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys D
c-hPhe-c(Asp-Hlis-D-Phe-Arg-Trp-Gaba-lys) | | o3¢ l1is72 {70 |2
-NH, NO:1

1

[0762]
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SEQ
Ac-B-hMet-c(Asp-His-D-Phe-Arg-Trp-Gaba-L iD
et i il 114136 | 1141.2 | 89 |
ys)-NH, NO:1
1
SEQ
Ac-Gaba-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys ; o . ID
‘ ‘ 1081.24 | 1080.9 | 92.5 .
il NO:1
1
SEQ
Ac-Cha-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys) D
| | ’ 1135.33 | 11352 | 85 o
3
Ac-hCha-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys ‘ I ID
o i © 1 1149.36 | 1149.1 | 87 .
}-NH, NO:1
3
SEQ
A¢-Leu-¢{Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)- : D
oLeu-c(AspHisD-Fhe-Arg-D-Trp-ALYSr | 100527 | 1095.4 | 98.6 |
NH; NO:1
3
SEQ
Ac-hLeu-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys | . |ID
| ' 11093 | 1109.2 (938 |
)-NH, NO:1
Ac-Phe-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)- g . . |ID
1129.29 11292 | 81.9
NH; NO:1
3
SEQ
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-D-Ala-Ly Y. ID
' 1095.27 | 1095.3 | 97 o
s)-NH; NO:1

4

[0763]
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SEQ
Ag-Nle-c(Asp-His-D-Phe-Arg-D-Trp-p-Ala-Lys D
! (Asp ® PP ? 1095.27 | 1095.3 | 82 _
)-NH; NO:1
4
SEQ
Ac-Nle-e(Asp-His-D-Phe-Arg-D-Trp-Gaba-Lys | ID
’ 1109.3 | 1109.1 |99 o
il NO:1
4
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-Aha-Lys)- , D
e-Nle-c(Asp-Hi eAls p-Aha-Lys)- 1137.35 | 11374 |98 ;
4
Ac¢-Nle-¢{Asp-His-D-Phe-Arg-D-Trp-Apn-Ly ‘ , _ ID
re-Nle-c(Asp-His-D-Phe-Arg-D-Trp-Apn-Lys) |1 0332 (11233 073 |2
-NH; NO:1
4
SEQ
Ac-Nle-¢(Cys-His-D-Phe-Are-D-Trp-Apn-Cys) . . D
ro-Ne-e(Cys-His-D-Phe-Arg-D-Tre-Apn-C¥s) | 110235 | 1102 |99 |
-NH,; NO:1
5
SEQ
Ac-Nle-¢(Cys-His-D-Phe-Arg-D-Trp-Gaba-Cys | . . ID

_ 1088.32 | 1087.8 | 97 o
)-NH, NO:1
Ac-Nle-¢(Cys-His-D-Phe-Arg-D-Trp-Ahx-Cys)- D

1116.38 | 1116.2 | 99 B
NH; NO:1
5
SEQ
Ae-Nle-¢(Cys-His-D-Phe-Are-D-Trp-f-Ala-Cys iD
(Cy gD-TrpfA-CYS | 04 10738 999 |2
)-NH, NO:1

5

[0764]
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SEQ
Ac-Nle-¢(Cys-His-D-Phe-Arg-D-Trp-D-Ala-Cy | B D
_— ‘ ' 1074.3 | 1073.8 | 99.9 ,
$)-N1I, NO:1
5
SEQ
Ac-Nle-¢(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys , . |ID
o ‘ ’ T 1112436 | 1123.6 | 96.1 .
)-NH, NO:1
6
Ac-Nle-¢(Cys-D-Ala-His-D-2-Nal-Arg-2-Nal-C o |ID
o N 1135.38 | 1134.5 | 99.1 |
ys)-NH; NO:1
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-1-Nal-C , _ . ID
_— ' 1135.38 | 1134.6 (948 |
ys)-NH, NO:1
6
SEQ
nButanoyl-Nl -D-Ala-His-D-Phe-Arg-2- , 1D
! ,,‘n,y _ e(Cys & 1113.37 | 1112.6 | 95.7 .
Nal-Cys)-NH; NO:1
7
SEQ
nButanoyl-Nle-¢(Cys-D-Ala-His-D-Phe-Are-Tr | " ID
1102.35 | 1101.5 | 99.9 o
p-Cys)-NH; NO:1
SEQ
Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-2-Nal-Cys _ D
- 1085.32 | 10844 |97.7 |
)-NH; NO:1
8
SEQ
Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-1-Nal-Cys | , _ D
_ 1085.32 | 1084.5 | 96.6 -
)-NH; NO:1
8

[0765]
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SEQ
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Bal-Cys)- ) S D
, ‘ ' 1091.35 | 1090.4 | 96.2 _
NH, NO:1
8
SEQ
Ac-Nle-¢(Cys-D-Glu-His-D-Phe-Arg-Trp-Cys)- , _|ID
‘ © 01113233 | 1131.5 | 99.9 o
NH; NO:6
1
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-D-Ala-Lys)- o oI
e N T 1109527 [1094.6 (999 |
NH, NO:1
9
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Bal-Cys) , e (1D
o 114141 [ 1140.5 956 |
-NH, NO:2
0
SEQ
Ac-Nle-c(Pen-D-Ala-His-D-Phe-Arg-Trp-Cys)- , . o 1D
o - 1102.35 | 1101.6 | 99.9 o
NH, NO:2
1
SEQ
Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)- | " ID
" 1102.35 | 1101.6 | 99.9 o
NH; NO:2
2
SEQ
Ac-Nle-¢(Pen-D-Ala-His-D-Phe-Arg-Trp-Pen)- - ID
v 11304 11296 (999 |
NH, NO:2
2
SEQ
D-Phe-c(Cys-His-D-Phe-hArg-Trp-f-Ala-D-C ID
eSSl Y tistar 1817 |96 |10
§)-Thr-NH, NO:2

[0766]
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43/68 7T

D-Phe-¢(Cys-His-D-(Ef) Tyr-Arg-Trp-p-Ala-D-
Cys)-Thr-NH,

1211.43

1211.7

97.1

SEQ
1D
NO:2
4

D-Phe-¢(Cys-His-D-Phe-Arg-Bip--Ala-D-Cys)
-Thr-NH;

1204.44

1204.6

99

SEQ
D
NO:2
5

D-Phe-c(Cys-His-D-(Et) Tyr-hArg-Trp-p-Ala-D
-Cys)-Thr-NH,

122546

97

SEQ
ID
NO:2
4

D-Phe-¢(Cys-His-D-Phe-hArg-Bip-p-Ala-D-Cys
)-T hl‘-NHg

121847

1218.8

99

ID
NO:2
6

D-Phe-¢(Cys-His-D-(Et) Tyr-hArg-Bip-p-Ala-D
~Cys)-Thr-NH;

1262.52

1263

99

SEQ
iD
NO:2
6

Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Gly-

1131.35

1131.2

96.8

SEQ
ID
NO:5
4

Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-D-Ala
-Cys)-NH;

1145.37

1145.3

96.4

SEQ
D
NO:5
i

Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Are-Trp-p-Ala
-Cys)-NH,

1145.37

1145.2

98.2

SEQ
D
NO:5
4

[0767]
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SEQ
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Gaba ; , , D
. ' 1159.4 | 1159.2 | 95.1 .
~Cys)-NH, NO:5
4
SEQ
Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Apn- | . _|ID
T ‘ 1173.43 | 1173.3 | 96.8 ,
Cys)-NH, NQO:5
4
ID
NO:2
7
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Trp-Lys)- | , . |ID

‘ 1095.27 | 1094.7 [ 96.2 |
NH, NO:2
8
SEQ
Ae¢-Nle-¢(Asp-D-Ala-His-D-Phe-Arg-Bal- Lys)- | o iD
. ' ) 1112.32 | 1111.7 | 96.5 ,_
NH, NO:2
8
SEQ
Ac-¢(Cys-Glu-His-D-Phe-Arg-Trp-Ala-Cys)-N | , - |ID
v 1090.25 | 1089.6 | 99.9 .
H; NO:5
Ac-¢(Cys-Glu-His-D-Phe-Arg-2-Nal-Ala-Cys)- D

1101.27 | 1100.6 | 983 |
NH, NO:S
5
SEQ
Ac-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Ala-Cys)- ol ID
| 103222 [ 10315 952 |
NH; NO:5

6

Nle-¢(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-NH; | 1060.31 | 1060.3 | 98.5

[0768]
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Ac-¢(Cys-D-Ala-His-D-Phe-Arg-2-Nal-Ala-Cys
)-NH;

1043.24

1042.5

95.6

SEQ
iD
NO:5
6

Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Ala-C
ys)-NH,

1144.39

1144.6

95.3

SEQ
1D
NO:5
7

Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-p-Ala
-Cys)-NH,

1145.37

1144.6

97.3

D
NO:5
7

Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Gaba
-Cys)-NH,

1158.41

1158.6

96.5

-
NO:5
7

Ae-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-
OH

1103.33

1103

99.9

ID
NO:2
9

Ac-Nle-¢{Cys-D-Abu-His-D-Phe-Arg-Trp-Cys)
-NH;

10838.32

1087.6

99.9

SEQ
D
NO:3
0

Ace-Nle-¢(Cys-D-Val-His-D-Phe-Arg-Trp-Cys)-
NH;

1102.35

1101.7

999

SEQ
D
NO:3
0

Ac-Nle-¢(Cys-D-Ile-His-D-Phe-Arg-Trp-Cys)-
NH;

1116.38

1115.7

99.9

D
NO:3
0

[0769]
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46,/68 1T

Ac-Nle-¢(Cys-D-Leu-His-D-Phe-Arg-Trp-Cys)-
NH,

1115.8

97.4

SEQ
1D
NO:3
0

Ac-Nle-¢(Cys-D-Tle-His-D-Phe-Arg-Trp-Cys)-
NH;

1116.38

1115.5

96.5

SEQ
D
NO:3
0

Ac-Nle-¢(Cys-D-Cha-His-D-Phe-Arg-Trp-Cys)-
NH,

1156.44

1155.6

96.4

SEQ
D
NO:3
0

Ac¢-Nle-c(Pen-His-D-Phe-Arg-Trp-Gaba-Cys)-
NH;

1116.38

1115.7

95

ID
NO:3
1

Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-
NH;

1116.38

11155

99.9

SEQ
iD
NO:3
P

Ac-Nle-¢(Pen-His-D-Phe-Arg-Trp-Gaba-Pen)-
NH;

1144.43

1144

99,9

SEQ
ID
NO:3
2

Ac-Leu-¢(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-
NH,;

1088.32

1088

96.7

SEQ
i1}
NO:3
3

Ac-Cha-¢(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-
NH;

1128.39

1128.4

95.8

SEQ
D
NO:3

[0770]
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Ac-lle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-N
,

1088.32

1088.4

95

SEQ
1D
NO:3
3

Ac-Phe-¢(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-
NH;

1122.34

1122

95.2

SEQ
ID
NO:3
3

Ac-Val-¢(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-
NH,

1074.3

1074.6

95.4

SEQ
D
NO:3
3

Ac-2-Nal-¢(Cys-His-D-Phe-Arg-Trp-Gaba-Cys
)-NH,

11724

1172.2

95.2

ID
NO:3
3

Nle-¢(Cys-His-D-Phe-Arg-Trp-Gaha-Cys)-NH,

1046.29

1046.4

97.6

SEQ
iD
NO:3
4

Phe-c¢(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH;

1080.3

1080

95.8

SEQ
ID
NO:3
4

Ac-Nle-¢(Cys-3-Pal-D-Phe-Arg-Trp-Gaba-Cys)
-NH,

1099.35

1099.6

96.6

SEQ
i1}
NO:3

S

Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-
OH

1075.28

1075.2

99.9

SEQ
D
NO:3
6

[0771]
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SEQ
Ac-Nle-o(Cys-His-Phe-Arg-D-Trp-Gaba-Cys)- | " ID
- ‘ 1088.32 | 1088 | 95.8 _
NH, NO:3
7
SEQ
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Bal-Ala-L 11828  [ID

_ 11834 | 9.9 |
ys)-NH; 5 NO:5
8
Ac-Nle-c{Asp-His-D-2-Nal-Arg-Trp-Ala-Lys)- 1D

o 1145.33 | 1145 [99.99 |
NH, NO:3

Ac-Nle-c(Asp-His-D-2-Nal-Arg-Trp-fAla-Lys)- s 1D
_ 114533 (1145 |9999 |
quiz NO:3

SEQ

Ac-Nle-c(Cys-His-D-2-Nal-Arg-Trp-Gaba-Cys) . | 1D
) ‘ ' 1138.38 | 1137.8 (9999 |
-NH; NO:3

SEQ

Ae¢-Nle-¢(Cys-His-D-2-Nal-Arg-Trp-Ahx-Cys)- | = , " ID
- 1166.44 | 1166 |99 .y
NH; NO:3

SEQ

Ac-hPhe-c(Asp-His-D-2-Nal-Arg-Trp-Gaba-Ly | o D
, 12074 | 1206.9 |99 o
5)-NH; NO:H4

SEQ

Ac-Cha-c(Asp-His-D-2-Nal-Arg-Trp-Gaba-Lys | ID
_ 1199.42 | 1198.8 | 100 .y
)-NH; NO:4

[0772]
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Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-
N Hﬁz;

1117.3

1116.9

95.10

SEQ
iD
NO:5
0

Ac-D-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cy
s)-NH,

1117.33

1116.8

99.2

SEQ
D
NO:5
0

Ac-D-Arg-¢(Cys-D-Ala-His-D-Phe-Ars-Trp-Pe
H)-NHZ

1145.38

1144.9

SEQ
1D
NO:5
1

Ac-D-Arg-¢(Cys-His-D-Phe-Arg-Trp-Gaba-Pe
,ﬂ)-NHz;

1159.41

1158.9

99.9

NO:5
2

Ac-Arg-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-

1159.41

1159.1

99

SEQ
1D
NO:5
2

Ac-Arg-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-
NH;

1145.38

1145.1

99

SEQ
1D
NO:5

Ac-D-Arg-c(Asp-His-D-Phe-Arg-Trp-Ala-Lys)-
NH;

1138.3

1138.0

98.0

SEQ
D
NO:5

Ac-Arg-c(Asp-His-D-Phe-Arg-Trp-Ala-Lys)-N
H,

1138.3

1138.1

99.0

SEQ
1D
NO:5
3

[0773] ZK 1B
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A ®it | B % | SEQ
aF |2F | E |Ib
b b 3 NO:
| | SEQ
) 1167 | 1167 |
Ac-Arg-¢(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-NH; . P 99.9 ID
R e NO:49

[0775]  SEJfEf] 3: ARAMIEF

[0776] W] LAMRHE N 1 59 77 v 00 A & BH AL B A R — Fh Bl 22 Bl B B 5 2 32 AR O i 44
(P o ARSI AR A OKE R8T A SC AT (90 B n] LA T I 2 Ak AL 59 5
B TR R SRy IG5 BTG TE

[0777]  JCETPERCAR LS 40 2

[0778]  MFAERIA hMC-R 2R RS 1.3.4 B8 5 MFEEL R CHO-K1 41 iufS B -T-1k 4h 32 44k
S5-I 5E RIS MU IS o KR IA B H hMC-R 24K 3570 () CHO-K1 41 fa /6 VK FVA 1 50mM. Tri s—HC1
(pH7. DFEH A (Branson™ WHE 7, 2130 8) RIG/EL) 4°CF LA 39, 000g B 10 43
B o AEYTIE Y B AE A R O 2R R R AE L) 4°C R L 50, 000g 2540 10 48 . W&
H ML DT IRAFAELT— 80°C s

[o779] £ % W M 96 fL R b B 4T 1] (Tyr") -(Nle'-D-Phe’)
a -MSH([***1]-NDP—- a -MSH, Amersham Biosciegnces(@i) R i ook oo 1) il O <3 B b

HHIYNBIE (1-10 0 g A / L) 725 0. 2% 413G A & H (BSA) . 5mMMgCl,+ ImM CaCl,
A1 0. Img/mL ¥ B ik 5 38 0 ik 2 59 52 546 & 9 A0 0. 1-0. 3nM['*°1]-NDP— a —MSH f] 50mM

Tris-HC1 (pH7. 4) H7EL) 37°CIELH £ 90-120 43 %f . 1fifH Packard Filtermate® KHE a4
LTI 0. 1% (w/v) BEZHETERE (PED [¥) GF/C B ISLF 48R ( Unifilter™; Packard) iF
P ELEAH [P 1]-NDP- a -MSH Fe Ak 53 & 19 [ 11-NDP- a -MSH. #E4) 0 — 4°CHIIRE T
1 50mM Tris—HC1 (pH7.4) BeikiEss =%, S8 518 A Packard Topca»untTﬂ‘L’ﬁﬁi&%%iDlﬂ
TER . BT ENE B AR E R T (XL #8145 ; IDBS) i A 5 .

[0780] i A b s v UK — AP 3% S2 i 77 & 9F HLAE 3R 2A 2B A1 2C il &5 45 6
(Ki, PA nM F)

[0781] 3 2A.2B 1 2C - Fidefb &0 G Mo AR 45 400 52 Bt

[0782] F 2A

[0783]
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Ki SEQ
M hM Ki |Ki |hMCI- ID
ety "1 7 |hMC | hMC | R/ NO:
Cl- | C3-|

SEQ
2.09 430 1.9 1D
NO:50
SEQ
D
NO:50
2.78 |816 3.0 1D
NO:51
SEQ
172 | 11.0 |538 | 0.36 ID
NO:52
SEQ
4.57 |502 |04 D
NO:52

Ac-Arg-¢(Cys-D-Ala-His-D-P | 3.8 | 10.
1e-Arg-Trp-Cys)-NH» 7 1

Ac-D-Arg-¢(Cys-D-Ala-His- | 4.0 | 12,

| N 176 [352 |2.
D-Phe-Arg-Trp-Cys)-NH, |1 |1

Ac-D-Arg-c(Cys-D-Ala-His- 8.2 | 13.
D-Phe-Arg-Trp-Pen)-NH; 9

Ac-D-Arg-¢(Cys-His-D-Phe- | 3.9
Arg-Trp-Gaba-Pen)-NH; 3

Ac-Arg-¢(Cys-His-D-Phe-Ar | 1.8 | 20.
g-Trp-Gaba-Pen)-NH, 1 |5

[0784]
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fedh

C3-

hMC | hMC

4-R |5-R

hMC1-

MC4-

SEQ
ID
NO:

Ac-Arg-c(Cys-D-Ala-His-D-
Phe-Arg-Trp-Pen)-NH;

22,

4.2 1900

2.3

ID

Ac-D-Arg-c(Asp-His-D-Phe-
Arg-Trp-Ala-Lys)-NH;

45.

1.21 | 493

0.6

NO:51
SEQ
1D

Ac-Arg-c(Asp-His-D-Phe-Ar
g-Trp-Ala-Lys)-NH,

20.

1.01 | 783

0.7

NO:53
1D
NO:53

[0785] K 2B

[0786]

hMC

1-R

hM
C3-

Ki
hMC
4-R

hM

C5-

Ki
hMC1

IMC4-

SEQ
ID
NO:

Ac-Nle-¢(Cys-D-Ala-His-D-2-
Nal-Arg-1-Nal-Cys)-NH;

114

63.9

3.07

165

37.1

1D
NO:16

Ac-Nle-¢(Cys-D-Ala-His-D-P
he-Arg-Trp-Cys)-NH,

11

7.6

180

1.4

ID
NO:7

D-Phe-c(Cys-His-D-(Et)Tyr-
Arg-Trp-p-Ala-D-Cys)-Thr-
NH,

0.05

9.3

1.1

2.9

0.0

SEQ
1D
NO:24

[0787]
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. |Ki |SEQ
Ki Ki ~ 'hMC1 |ID
b hMC | __ |hMC| __ |-R  |NO:
I-R |~ 4R | 7 |/MC4-

Nle-¢(Cys-His-D-Phe-Arg-Tr | 0.07 4.1 [0.85 88 |0.1 SEQ
p-Apn-Cys)-NH, 1D

Ac-Nle-¢(Cys-His-D-Phe-Arg [0.12 |10 | 043 |0.42 03 |SEQ
-Trp-Gaba-Pen)-NH, ID

Nle-¢(Cys-His-D-Phe-Arg-Tr |0.05 |1.3 047 02 |0.1 |SEQ
p-Gaba-Cys)-NH; 1D

Ac-Nle-c(Asp-His-D-Phe-Arg | 0.099 | 931 | 0.617 109 [0.16 |SEQ
-Trp-p-Ala-Lys)-NH; 6 8 1D

Ac-Nle-c(Cys-His-D-Phe-Arg | .0132 | 16.1 1.23 | 0.35 | 0.11 SEQ
-Trp-Ahx-Cys)-NH; 9 1D

D-Phe-¢(Cys-His-D-Phe-Arg- | 0.207 |43.2 |2.58 |344 |0.08 | SEQ
Trp-p-Ala-D-Cys)-Thr-NH; D

D-Phe-¢(Cys-His-D-Phe-Arg- | 0.420 | 106 |4.75 |126 |0.09 |SEQ

Trp-Gaba-D-Cys)-Thr-NH; 0 1D

Ac-Nle-¢(Cys-His-D-Phe-Arg | 0.095 | 9.33 | 0.894 134 |0.11 SEQ
-Trp-Apn-Cys)-NH; 1 1D

Ac-Nle-c(Asp-His-D-Phe-Arg | 0.999 | 300 11.1 (431 [0.09 SEQ
-Trp-Apn-Lys)-NH; D

[0788]
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hMC
1-R

hMC

4-R

Ki
C5-

SEQ

1D
NO:

Ac¢-Cha-c(Asp-His-D-Phe-Ar
g-Trp-Gaba-Lys)-NH,

0.106

1.49

110

SEQ
D

Ac-Nle-c(Asp-His-D-Phe-Arg
-Trp-Gaba-Lys)-NH;

0.050

9.89

1.04

16.3

0.05

NO:6

NO:6

Ac-Chg-c(Asp-His-D-Phe-Ar
g-Trp-Gaba-Lys)-NH,

0.884

223

22.5

609

0.04

ID
NO:11

Ae-hCha-¢(Asp-His-D-Phe-A
rg-Trp-Gaba-Lys)-NH,

0.721

93.5

56.0

747

0.01

SEQ
iD
NO:11

A¢-D-Chg-c(Asp-His-D-Phe-
Arg-Trp-Gaba-Lys)-NH;

0.227

14.5

2.99

164

0.08

SEQ
D
NO:11

Ac-hPhe-c(Asp-His-D-Phe-A
rg-Trp-Gaba-Lys)-NH,

0.277

25.2

3.37

203

0.08

SEQ
1D

-D-Trp-p-Ala-Cys)-NH,

0.323

14.1

1.96

24.0

0.16

1D

NO:11
SEQ

Ag-Nle-¢(Pen-D-Ala-His-D-P
he-Arg-Trp-Cys)-NH;

34.1

118

17.0

556

2.01

NO:21

NO:15
SEQ
1D

Ac-N]e-c(Cys-D-Ala-Hi s-D-P
he-Arg-Trp-Pen)-NH,

291

22.8

3.84

255

7.58

1D
NO:22

[0789]
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ki [sEQ
Ki Ki ~_ |hMC1 |ID
ot hMC | __ |hMC| __ |-R  |NO:
1-R 4R IMC4-

D-Phe-¢(Cys-His-D-Phe-hAr | 0.442 (123 | 10.3 | 521 |0.04 |SEQ
g-Trp-p-Ala-D-Cys)-Thr-NH 1D
D-Phe-c(Cys-His-D-Phe-Arg- | 5.80 |337 583 |113 |0.01 |SEQ
Bip-p-Ala-D-Cys)-Thr-NH, 0 0 1D
NO:25
D-Phe-c¢(Cys-His-D-(Et)Tyr- | 0.056 |31.4 14.7 [9.27 |0 SEQ
hArg-Trp-p-Ala-D-Cys)-Thr- | 7 D
NH; NO:24
D-Phe-¢(Cys-His-D-Phe-hAr [1.68 |126 |172 [122 |0.01 |SEQ
g-Bip-B-Ala-D-Cys)-Thr-NH, 0 0 iD
NO:26
D-Phe-¢(Cys-His-D-(Et)Tyr- | 0.128 | 85.6 1 36.9 [38.0 |0 SEQ
hArg-Bip-fi-Ala-D-Cys)-Thr- ID
NH, NO:26
Ac-Nle-¢(Cys-D-Ala-His-D-P | 0.352 | 149 1 3.01 (339 [0.12 | SEQ
he-Arg-Trp-Gly-Cys)-NH; 1D
NO:54
Ac-Nle-¢(Cys-D-Ala-His-D-P | 3.93 (876 48.0 (494 |0.08 SEQ
he-Arg-Trp-D-Ala-Cys)-NH, 0 1D
NO:54
Ac-Nle-¢(Cys-D-Ala-His-D-P | 0.995 | 287 4.80 766 |0.21 |SEQ
he-Arg-Trp-p-Ala-Cys)-NH; 1D
NO:54
Ac-Nle-¢(Cys-D-Ala-His-D-P | 0.848 | 184 [3.76 956 |0.23 SEQ
he-Arg-Trp-Gaba-Cys)-NH; 1D
NO:54

[0790]

57



CN 103755786 B
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56/68 UL

hMC
1-R

hMC

4-R

SEQ

1D
NO:

Ac-Nle-¢(Cys-D-Ala-His-D-P
he-Arg-Trp-Apn-Cys)-NH;

1.10

7.58

1D

Ac-Nle-c(Asp-D-Ala-His-D-P
he-Arg-Trp-Lys)-NH,

0.659

98.9

2.55

0.26

NO:54

SEQ
D
NO:28

Ac-Nle-c(Asp-D-Ala-His-D-P
he-Arg-Bal-Lys)-NH;

4.12

445

430

0.08

SEQ
ID
NO:28

Ac-¢(Cys-Glu-His-D-Phe-Ar
g-Trp-Ala-Cys)-NH;

111

171

47.7

694

2.33

1D
NO:55

Ac-¢(Cys-Glu-His-D-Phe-Ar
g-2-Nal-Ala-Cys)-NH;

262

250

96.4

146

2.72

SEQ
1D
NO:55

Ac-¢(Cys-D-Ala-His-D-Phe-
Arg-Trp-Ala-Cys)-NH;

199

599

96.7

100
00

2.06

SEQ
1D
NO:56

Ac-¢(Cys-D-Ala-His-D-Phe-
Arg-2-Nal-Ala-Cys)-NH;

132

456

40.7

881

3.24

Ac-Nle-¢(Cys-D-Ala-His-D-P

9.12

113

22.1

286

0.41

NO:56
SEQ
1D

Ae-Nle-¢(Cys-D-Ala-His-D-P
he-Arg-Trp-f-Ala-Cys)-NH;

1.00

227

496

0.18

NO:57
SEQ
1D

[0791]
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57/68 1L

hMC
1-R

hMC

4-R

Ki
C5-

SEQ

1D
NO:

Ac¢-Nle-¢(Cys-D-Ala-His-D-P
he-Arg-Trp-Gaba-Cys)-NH;

0.536

3.12

358

SEQ
1D

Ac-Nle-¢(Cys-D-Ala-His-D-P
he-Arg-Trp-Pen)-OH

32.1

17.4

165

1.84

NO:57

Ac-Nle-¢(Cys-D-Abu-His-D-
Phe-Arg-Trp-Cys)-NH;

10.6

41.1

7.69

54.9

1.38

Ac-Nle-¢(Cys-D-Val-His-D-P
he-Arg-Trp-Cys)-NH;

13.0

104

10.1

40

1.29

Ac-Nle-c(Cys-D-1le-His-D-Ph
e-Arg-Trp-Cys)-NH;

4.28

38.5

9.0

12.5

0.48

Ac-Nle-¢(Cys-D-Leu-His-D-P
he-Arg-Trp-Cys)-NH,

1.60

6.82

4.13

5.57

0.39

Ac~Nle-¢(Cys-D-Tle-His-D-P
he-Arg-Trp-Cys)-NH;

12.0

11.2

40

1.07

Ac-Nle-¢(Cys-D-Cha-His-D-

0.353

2.08

1.41

0.85

0.25

Ac-Nle-c(Pen-His-D-Phe-Arg
-Trp-Gaba-Cys)-NH,

0.537

86.1

5.89

2.56

0.09

[0792]
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hMC
1-R

Ki

hMC

4-R

SEQ

1D
NO:

Ac-Nle-¢(Pen-His-D-Phe-Arg
-Trp-Gaba-Pen)-NH,

0.744

SEQ
1D
NO:32

Ac-Leu-c(Cys-His-D-Phe-Ar
g-Trp-Gaba-Cys)-NH,

0.216

174

0.22

SEQ
ID
NO:33

Ac-Cha-c(Cys-His-D-Phe-Ar
g-Trp-Gaba-Cys)-NH,

0.107

9.11

0.884

0.12

SEQ
D
NO:33

Ac-Ile-c{Cys-His-D-Phe-Arg-
Trp-Gaba-Cys)-NH;

0.148

13.9

1.06

0.14

1D
NO:33

Ac-Phe-¢(Cys-His-D-Phe-Ar
g-Trp-Gaba-Cys)-NH,

0.254

18.5

0.12

SEQ
ID
NO:33

Ac-Val-¢(Cys-His-D-Phe-Arg
-Trp-Gaba-Cys)-NH,

0.256

29.9

1.98

0.13

SEQ
ID

Ac-2-Nal-¢(Cys-His-D-Phe-A
rg-Trp-Gaba-Cys)-NH;

0.560

39.2

2.94

0.19

NO:33
SEQ
1D

Phe-c(Cys-His-D-Phe-Arg-Tr
p-Gaba-Cys)-NH;

0.186

15.2

4.93

0.04

NO:33

SEQ
1D
NO:34

Ac-Nle-c(Cys-3-Pal-D-Phe-A
rg-Trp-Gaba-Cys)-NH;

21.1

151

10.4

2.03

SEQ
1D
NO:35

[0793]
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. _ |Ki | SEQ
. Ki . Ki N
Ki HM Ki KM hMC1 | ID
bt hMC | | hMC C‘_’ R |NO:
1-R "~ 4R /MC4-

Ac¢-Nle-¢(Cys-D-Ala-His-D-P | 30.7 (152 15.6 [114 [1.97 | SEQ
he-Arg-Trp-Cys)-OH 1D

Ac-Nle-¢(Cys-His-Phe-Arg-D | 5.20 | 150 138 | 20.3 | 0.04 SE

AC-Nle—C(ASP*D-AlzarH,iS-D—P 4.89 (290 21.3 (11.1 |0.23 SEQ
he-Arg-Bal-Ala-Lys)-NH; 1D

Ac-Nle-¢(Cys-D-Ala-His-D-2- | 25.5 |3.82 | 7.61 102 |3.35
Nal-Arg-Trp-Cys)-NH, 1D

Lo
W
=
=

Ac-Nle-c(Cys-D-Ala-His-D-2- | 32.5 | 5.85 |[2.53 1 94.6 | 12.85 |SEQ
Nal-Arg-2-Nal-Cys)-NH; 1D

Ac-Nle-¢(Cys-D-Ala-His-D-2- | 22.2 | 12,7 |16.6 | 125 |1.34 | SEQ
Nal-Arg-Bal-Cys)-NH; 1D

Ac-Nle-c(Asp-His-D-2-Nal-A | 1.17 | 1.56 | 0.277 |3.24 422 |SEQ
rg-Trp-Ala-Lys)-NH, D

Ac-Nle-¢(Asp-His-D-2-Nal-A | 0.648 | 2.78 [ 0.329 1.4 |1.97 SEQ
rg-Trp-p-Ala-Lys)-NH, 1D

Ac-Nle-¢(Cys-His-D-2-Nal-A | 0.393 | 1.86 0.375|1.11 |1.05 |SEQ
rg-Trp-Gaba-Cys)-NH; D

[0794]
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y .| Ki SEQ
| Ki Ki
Ki WM Ki - hMC1 | 1D
o4k hMC |  |hMC __ |-R NO:
" ME ) s | MMC s,
1-R | 4-R MC4-
R R
R
Ac-Nle-¢(Cys-His-D-2-Nal-A | 0.333 [2.91 0.998 036 |0.33 |SEQ
rg-Trp-Ahx-Cys)-NH, 6 ID
NO:39
A¢-hPhe-¢(Asp-His-D-2-Nal- | 0.461 | 2.45 | 0.931 1.37 [0.50 |SEQ
Arg-Trp-Gaba-Lys)-NH, ID
NO:40
Ac-Cha-c(Asp-His-D-2-Nal- | 0.576 |3.98 |2.82 3.91 |0.20 SEQ
Arg-Trp-Gaba-Lys)-NH, 1D
NO:40
[0795] i 2C
[0796]
.. | Ki SEQ
Ki [, | Ki I hMC1 | ID
o hMC | |hMC| _ |-R NO:
| C3- | C5- |
1-R 4-R IMC4-
R R _
| R
Ac-Arg-¢(Cys-D-Ala-His-D-2 |17.9 | 1.68 | 0.256 |23.4 |69.9 |SEQ
-Nal-Arg-Trp-Cys)-NH; ID
NO:49

[0797]  ¥F AMP 43 5E

[0798] I HLALZA KRG (ECLOMIEE: (Meso Scale I)_is-e:overy , Gaithersburg, MD; T
SCHRFRAE MSD) 30 5 40 A PN 2R AMP (cAMP) 7K°F . A8 52 1A hMC 52443 B [ CHO-K1 41 i
VEIE RWPT 1640 ®UEZMB R (RUPT1640 ZEpR 47 0. 5mM 57 ] X AL ZEUEM (TBMX),
A0, 2% & FURAY) (MSD FEWHI A)) o 558 E R I8 hMC 3248 WY 1,34 BE 5 (K54 2 [
CHO-K1 ZHMa BAZ) 7, 000 AL / FLIY 25 B 43 FeAE 384- L Multi’-Array® PR (MSD) H,
PR A S A F AR I HLF BT —cAMP ST o InONIE IR B2 1 52 Ak A R0 4 g
L 3TCIE 240 2580 R E 5, NS 0. 2% 8 A FUR SR 2. 50 TAGMET Brig i)
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cAMP (MSD) FIZ4 A 22 ¥l (5 47 MgCL, Al Triton X-100® ¥ HEPES 223 () 949, ph7. 3)
IR A= MR F L 90 28t 55 KR B A, IS MR (5 ECL Stk
REFIFT Triton X-100 [f Tris 22, ph7. 8) JEH Sector Imager6000 peader® (MSD) i
1 ECL A& 57 RO I 5 40 M A 0 h 1) cAMP 7o A SEALAI B AR R PR RN 20 B (XL
A IDBS) 7B i J R 75 08 ECoofEL B Kb {E

[0799]  EC,fURAFE 50 6 K K BLR B, B, S A P L3 i e V200 5 1) cAMP K9 50 %
B KT 5 Al AL SR o Kb RS e 1 HE 057 (V78 B O Had s Schild il €
a1 5 2 AEHEINIR B BB DURATAE D BEAT SN IR L S RLH 28 o Kb {ELAS AE BBl IR S5
S L i 2 oK AR T AR RS (RS U RVR B o T IENE Schild fhZk B AMER] y B 0
5 Kb

[0soo] i Al B3I e vA TNl — 4L W91 HL45 RAESR 3A.3B.3C AT 3D i i .

[0801] & 3A.3B.3C AT 3D - FriAb &4 cAMP £ 52 Bodfa

[0802] % 3A
[0803]

ECsy | SEQ
e ECs |ECsy |ECsy |ECs; |hMCI ID
b4

hMC | hMC | hMC | bMC | -R NO:
1-R |3-R |4-R |5-R |/ MC4-

R
Ac-Arg-c(Cys-D-Ala-His-D | _ — R , _
, , - 5.79 525 (0313 (1630 (1840 | ID
-Phe-Arg-Trp-Cys)-NH; NO:50

[0804]
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ECs | SEQ
ECs |ECsy |ECsy | ECse | RMC1 | ID
EMC | hMC  hMC | BMC |-R NO:
I-R |3-R  |4-R | 5-R |/MC4-

SEQ
6.17 | 5.6 0.397 1020 |16.0 1D
NO:50
SEQ
265 10,5 (0493 2440 54.0 ID
NO:51
SEQ
8.43 324 0959 2140 9.0 1D
| NO:52
SEQ
4.23 8.09 |0.719 232 |6.0 D
NQO:52
SEQ
48.3 133 |0.79 10000 |61.0 |ID
NO:51
SEQ
1.48 |[5.76 (0078 297 (190 |ID
| NO;53

D T - 1.39 |2.89 |0.055 467 |250 |ID

Ac-D-Arg-c(Cys-D-Ala-His
-D-Phe-Arg-Trp-Cys)-NH,

Ac-D-Arg-c(Cys-D-Ala-His
-D-Phe-Arg-Trp-Pen)-NH;

Ac-D-Arg-¢(Cys-His-D-Ph
e-Arg-Trp-Gaba-Pen)-NH;

Ac-Arg-c(Cys-His-D-Phe-
Arg-Trp-Gaba-Pen)-NH,

Ac-Arg-¢(Cys-D-Ala-His-D
-Phe-Arg-Trp-Pen)-NH;

Ac-D-Arg-c(Asp-His-D-Ph
e-Arg-Trp-Ala-Lys)-NH;

[0805]  ND= AJll5E
[0806] £ 3B

[0807]
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ECs
hMC
4R

hMC
5-R

ECs
hMC
1-R

MC4

SEQ
1D
NO:

Ac-Nle-¢(Cys-D-Ala-His-D-Ph
e-Arg-Trp-Cys)-NH,

0.078

420

31

D-Phe-c(Cys-His-D-(Et) Tyr-A
rg-Trp-B-Ala-D-Cys)-Thr-NH

2

0.35

1.1

0.11

Nle-¢(Cys-His-D-Phe-Arg-Trp
-Apn-Cys)-NH;

0.31

0.27

0.018

3.1

17

Ac-Nle-¢(Cys-His-D-Phe-Arg-
Trp-Gaba-Pen)-NH,

0.28

0.24

0.028

3.9

10

Nle-¢(Cys-His-D-Phe-Arg-Trp
-Gaba-Cys)-NH;

0.37

0.1

0.021

1.7

18

Ac-Nle-c(Asp-His-D-Phe-Arg-
Trp-B-Ala-Lys)-NH;

0.83

0.14

2.79

6.52

Ac-Nle-¢(Cys-His-D-Phe-Arg-
Trp-Apn-Cys)-NH;

0.76

0.19

0.049

1.73

1545

Ac-Cha-c(Asp-His-D-Phe-Arg
-Trp-Gaba-Lys)-NH;

3.26

0.094

30.2

34.35

Ac-Nle-c(Asp-His-D-Phe-Arg-
Trp-Gaba-Lys)-NH,

1.37

0.62

0.131

3.48

[0808]
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EC;s

hM
Cl1-

ECs

hM
C3-

ECs
hMC
4-R

ECs

hMC
5-R

ECs
hMC
1-R
MC4

SEQ
1D
NO:

Ac-hCha-c(Asp-His-D-Phe-Ar
g-Trp-Gaba-Lys)-NH;

2.27

3.32

7.24

415

0.31

ID

SEQ

Ac-Nle-¢(Pen-D-Ala-His-D-Ph
e-Arg-Trp-Cys)-NH;

ND

1.89

0.531

ND

ND

NO:11
SEQ
1D

Ac-Nle-c(Cys-D-Ala-His-D-Ph
e-Arg-Trp-Pen)-NH;

14.3

2.03

0.183

2240

78.14

NO:21

NO:22

ID

D-Phe-¢(Cys-His-D-(EQ Tyr-h
Arg-Trp-f-Ala-D-Cys)-Thr-N
H,

0.34

2.71

5376

2.38

0.06

SEQ
ID
NO:24

D-Phe-¢(Cys-His-D-(Et) Tyr-h
Arg-Bip-p-Ala-D-Cys)-Thr-N
H,

0.68

86.9

31.8

0.01

SEQ
ID
NO:26

Ac-Nle-c(Asp-D-Ala-His-D-Ph
e-Arg-Bal-Lys)-NH,

0.93

3.22

1.65

>100
00

0.56

NO:28

SEQ
ID

Ac-Nle-¢(Cys-D-Leu-His-D-Ph
e-Arg-Trp-Cys)-NH,

3.24

0.46

0.091

78.5

35.41

SEQ
D

Ac-Nle-¢(Cys-D-Cha-His-D-P
he-Arg-Trp-Cys)-NH;

0.81

0.54

0.453

45.3

1.81

1D

NO:30

NO:30

[0809]  ND= RillE
[0o810] X 3C

[0811]
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ECsy (Kb |Kb ECs SEQ ID
ot hMC | hMC | MC4 hMC |NO:
1-R |3-R |-R 5-R
Ac—Nle—c’(CY’S-Di-Ala-His-D-Z-_Nal—A_r 6 12a 388 1118 SEg ) ID
g-Trp-Cys)-NH; NO:16
Ae-Nle-¢(Asp-His-D-2-Nal-Arg-Trp- | . | SEQ ID
R 0.619 | 2.98 |0.109 0.189
Ala-Lys)-NH,
Ac-Nle-¢(Asp-His-D-2-Nal-Arg-Trp-
p-Ala-Lys)-NH,
Ac-Nle-¢(Cys-His-D-2-Nal-Arg-Trp-
Gaba-Cys)-NH,
Ac-Nle-¢(Cys-His-D-2-Nal-Arg-Trp-
Ahx-Cys)-NH,
Ac-hPhe-c(Asp-His-D-2-Nal-Arg-Tr
p-Gaba-Lys)-NH;
Ac-Cha-c(Asp-His-D-2-Nal-Arg-Trp
-(zaba-Lys)-NH2
Ac-Nle-¢(Cys-D-Ala-His-D-2-Nal-Ar | 383 | 61.5 | 53.6 2842
g-1-Nal-Cys)-NH;
[0812] Z 3D

[0813]

SEO ID
0.913 | 0.536 | 0.346 0.489 | —— =

0231 18.4 |0.782 0.153 |~ —=

0.581 | 10.8 | 0.967 0.126 |~

0.413 932 | 0.824 0307 | = =

1.27 |3.02 |0.442 0.736

ECs | Kb [Kb |ECs5 | SEQ ID
odh hMC | hMC | MC4 | hMC | NO:
1I-R |3-R |-R 5-R
Ac-Arg-¢(Cys-D-Ala-His-D-2-Nal-A | 193 |5.72 [1.58 |1111 |SE
rg-Trp-Cys)-NH, NO:49
[o814]  SEjfsi] 4: 44 P 5%

[0815] W] LAARAE T I (1) 77 V2R A & W AL & 0t B B ORI/ SR R . A AT
BB FOR AR5 A ST IR (R ARABL ) 25 35 R DAFH T30 52 A kW () Ak S 0t B B R/
SR [ R

[0816]  7EA4 A 5T Hh I AR IBE B B i 3 2 AR AR AL B T GR 4D

[0817] X4

[0818]
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BRI | S
&A% A | Ac-Nle-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH; SEQ ID
NO:7
4% B | Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH, SEQ ID
NO:22
#4# C | Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-NH; SEQ ID
|NO:32
HAHD |
D-Phe-¢(Cys-His-D-(Et)Tyr-Arg-Trp-B-Ala-D-Cys)-Thr-NH;
| SEQ ID NO:24
WAHE | Ac-Arg-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,  SEQ
| ID NO:50
A | Ac-D-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, SEQ
1D NO:50
{84 G | Ac-D-Arg-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH, SEQ
| ID NO:51

[0819] A PRMRLAISLEG (Z54Y)

[0820]  H4HfEME Sprague Dawley KR (250g) JH/ESEAMPMFEF HIAE 12: 12 /NG - BEZ%
PE YR, AEHFURSEIO AT R AR & 18 /NI, m] LLERR Hil s FR15 /K . AERF ) 0 I, % KR
T &7 8L 500 8% 100nmole/kg HIFIEEH FERAA R T (so) vES, IR . 15T
JEZ11.2.3.4.5 F1 6 /NI &AM YTEFE. 7R 1A R 1B H i AR B 1 Bride Ak & 7 1
B

[0821] A PEMEMAISLES (AR4EE)

[0822] g HEVE Sprague Dawley KR (250g) JA/EFIMHI AR IFAE 12: 12 /NI « BES%
PER 4. 78826 IR IRE A AIK . ERHE 0 B, 45 K S & 9 BL 500 5%
100nmole/kg TR EELE FIEAA R FiESt. ESHDEZ 1.2.3.4.5 A1 6 /NI & MA 03
¥

[0823] & M TR] <L 5

[0824] 4 KEVE Sprague Dawley K& (250g) AUAE AP IE+ FIFAE 12:12 /NI « BESR
PF T 4E4F, TR GFIHERIS EWAIK . FHARNENAASBUHEME R FES KR 7K 8K
IR (£ 0800 /NI, 1200 /NP AT 1600 /NI o BRR I S AR AT B YHFE. AR 24 AT
2B [&] 3A 1 3B, AT 4A I 4B o 4 iz (1) 4% K BR AL S I 258

[0825]  Jiti AN %

[0826] %% B AT LAART 25 F Eh i T a0 At o b3S 30 i) e 8, (AN BT, FH AL
B (BT, 2.8 FLER « S SR R AT A5 R S SRR L OO IR BRI IR L O PP IRG  FR R TR L PP ORI PR
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oA R  TEHLER (10, Eh R AR R B ) R A TR (IRTR R A L AP 4k R AR W B
TR B R ALIR — LR L D TE R #h o il 28 A8 22 B R 140 366 140 e 20 7 Vs A AR Ak
SN I ELAT UL £ 22 B bRk i 5e . DRI, SR A R B IR VA AT D & 0. 25N Z,
B KT, AT AT A B IIK I TRA £k Gl A I il % HPLC & TRA B Gl e I 24k
FTiR RIS 21 TRA 3D BAb i — Fh ik, i 2 R & B BT A3 VA TS FH T 2 1l 4 HPLC A
(‘Zorbax® , 300SB, C-8) o HEEEFAT : (1)0. IN Z.FaH KRR 0. 5 /NI 5 (2)0. 25N 2,
B K VAR BE I 0. 5 /NEE s HT(3) 2R VEER I (30 44h N 20% F 100 % ¥ B) LA 4ml/ 43> 8h
PRGN GAVR A A2 0. 25N ZPR/KVE W ;1B B /& 40 / 7K (80:20) 1 0. 25N ). i
BEH FTIR IR I R T
[0827]  WIAATEH AN 53 A KN, A SR 2 524k (MC-R) s 75 s 50 70vE M 1 ik
(19 T 60 P R 70 F 38 A AN IR (1 R0 22 B2 197, AT T 51 B AR R 19 B 1, it FH A i B 1
AT DLEA 5 B R R 1 S A A SR &
[0828]  [AIIt, A WA 7E L Bl N RS 2L &, oA S e i e R i & /b — Rl (D
Ak A5 m] 25 384k
[0829] 7 % W £ A4 v (03 PR A 20 R0 790 82 T DA SR s SR T, ¥ 1 ol 0 1) 0 A 1545 3]
AIERIREL . BT ) AR T BT A5 SRR T AR il P& 4 FIVR YT RR MY IR 0, A
IS PRI BORE S 1x10 "H1) 200mg/ke/ K, fi%k 1x10 “$1] 100mg/kg/ K, H AT LAVE A
RFNEEE 5 = .
[0830] A HH (AL AT LIS 28 11 i 55 41 (g, LD PGS Py e ik PR B30 02 S A A B
T8 Y8 B 5 T B0 =50 A & 42t A O HLAT LS mT 2 FH 3804 e ] LSRR (&
TR I 1 R A
[0831]  FH-T-4& it A (1 [l 4 70 B A0, 58 e B 701) v 710 LR FRUARDRE AR 76 b A 4 77 2
o WS TR A5 2 D — B PR I AT 25 B e LA B VR TR A o ISR A ]
PAIER AL (s FUSE OB 1 I 208 TR AR AR 2 AN AR MY 53, i 7), i IR R 6 o T
ST A AL R B0, SRR AT DA S bRl AT DARIS N F I 0 A il 6 SRR AL AR o
[0832]  FH-T-48 il FH IR0 LA 7] 2R A, i ] 24 FH L 701) S V0] VR A 7 A ) It 571, G5
AATU IV TR R, Wik e BR T BRI RIS, LA mT LUES ARG, fn3bie
F S FLACRIVE A2 701, FH IR YA 7R 5 25 751
[0833] A -1 18 At FH PR 8 A A iy o] 7060, 5 0 TR K PR B AR K MR Vv 71 TR A 7 B L
F o AR PRI FI SR AR (1 S8 TR B 58 2 B A3, SRR 9 R R K BH e R AT
SHIE LES, IR CEG . RIS AGE W] LA A 4 770, Bl 78 770 3 ) FL AL RIRL 150 o
AT a0 28 B RSB (0 pE 2SR B R A AV R O R, IR S A, B Eat
IR, P DO AV 25 o 19 7] DA DATE B [ 44 40 A B0 AR 7= 1l 371, BT 28 &4 mT LA
I FH BT VA AT T B K B — S A B Al v E S A
[0834] AT H WA BB 18 i FH 19 4 A W O3k A& R ), LR T 3 PR o A0 mT DA A7 TR
FI, an ] A g BRI
[0835] R A DA AAIE A F0 FIARHE IR T A6 4 FH T2 B80S N WA AW
[0836] Sk, T LA LA 01 [ & A AT ) HA 3 o A i 0 S e s R i 2 A W i AR Rk
MEY. EELHS 5,672,659 BT T A5 EVIEVERIF R E R EY. %
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& A5 5, 595, 760 203 1 Al BALIE sCRI & WS TR FREE R AL ). SR A
75,821,221 3 VU EAEMWEERMZ RN RS NFSERNA M. KELHS
5,916, 883 L3 1 WA LW TEFAI ARG 00 FF SR AL S o Re AT AURTH R 30T
FINAANE NS,
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[0001]
Al

L0 BALRIFIRI A A A R
130>  146P2/PCT2

<140> PCT/USZ006/ 26586
141> 2006-07-10

<150> US 60/748850
151> 2005-12-09

<150>  US 60/697779
<151>  2006-07-08

160> 61
170> PatentInhg 72 3.5

210> 1

211> 8

212> PRI
218> ATLHFH

220>
(228> BRI

220>

€221> MISC FEATURE

222> ). 1D

223> Xan = HBEEE (Ac) B Nle

<2203

21> st
222> (2).. (8
223> IR

2205
<221> MISC FEATURE
222> 4., 1(4)
€223 Xaa = D-Phe
[0002]
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<2205

{291> MISC_FEATURE

€222> (D). (D

€223> Xaa = B =Ala B¢ 1= -1-3F EUBCHRR (A6c)

220>

221> MOD_RES
£222>  (8)..(8)
223> WML

00> 1
Xaa Asp His Xam Arg Trp Xaa Lys
I 5

310> 2

11y 8

€212> PRT
213> KILFA

220>
223>  BREZ R

220>

€221> MISC_FEATURE

@222y (.. Q)

<2235 Xaa = JHIEE (Ac) 1R Nle

<2205

2> HHE
o> (2)..48)
223> IR

22205
£921> MISC FEATURE
@22y W.. W
223> Xaa = D-Phe

€220

€291> MISC FEATURE

€222 (D.. (D

<2935 Yaa = 6~RAECE M) 5 5-F R (pn)

2202
[0003]
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[0004]

£221>
<9995
228y

<400
1

210>
211>
212>

213>

220>

Q22

{2203
2212
$222>
$2E3>

€233>

o990
221>
(9995
{235

£220>
<2913
<2223
4293

220>
221>

<2a2>

L2200
221>

MOD: RES
8).. (8
BElait

2

B

3

G

PRT
ATF7

RS

MISC. FEATURE
(.. (D
Xaa = D=Phe

e AR
(2)..(8)
IR

MISC FEATURE
(4) e (Jl)
Xaa = D-Phe

MISC FEATURE
D). (D
Yaa = Ala, B -Ala 2f 4% T (Gaba)

MISC PEATURE
(8).. 48
Xan- = D-Lys

MOD_RES
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222> (9).. 9
4223>  BEREAK

400> 3
Xaa Cys His Xaa Arvg Trp Xaa Xaa Thr
1 b

210% 4

&1y 8

<212> PRI
2213y NTFRH

220>
223> BERRZRELRE

$220>

2221 MISC _FEATURE

@82y ().

€223 Xaa = FHEEIE (K BBH600 Nle

L9590

221> Hik
£282> (2).. (8
223> MK

<2205

£221% MISC FEATURE
292> (4).. &)
¢293> Xaa = D-Phe

L9207
921> MISC FEATURE
222y (D). (D

223> Xaa = 5-HHLM (Apn)

<2207

£991> MOD_RES
222> (8)..(8)
€283> WREAk

<A00> 4
Xaa Asp His Xaa Avg Trp Xaa Lys
1 b

[0005]
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[0006]

<2107
211>
212>
213>

<0905
o>

2205
221>
€£222>
<223>

£222>
923>

K220>
2217
222>
€223%

<2207

<400>

5

8

PRT
ANTHF

BB S A

MISC FEATURE
).
Xaa = FHEBEE (A B 1-E25-1-W Ok R

GIEL
(2)..(8)
FAk

MISC FEATURE
.. @
¥ag = D-Phe

MISC_PEATURE
(@..n
Xaa = 4G E TP (Gaba)

MOD_RES
(8).. (8
ik

£
9’

Xaa Asp His Xaa Arvg Trp Xaa Lys

1

<210>
211>
212>
£213>

5

6
8

PRT
PN
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220>
293>

€220

<221> MISC FEATURE

228y A1), (1)

223> Xaa = DB -(2-ZFEH)Ala (D-2-Nal), B - THE Ala (Cha)
W Nle, ARFHBE (Ac) 15100

©@21> BRI
@ @.@
Q23> Wk

290>

221> MISC_FEATURE
222> 4)..(4)
<2235 Yam = D-Phe

220>

(221> MISC FEATURE

@9 {7, . AD

£223> ¥aa = 4-EHE T (Gaba)

220>
<2215 MOD_RES
222> 18)..(8)
293> B

400> 6
Xaa Asp His Xaa Arg Tep Xea Lis

1 5

Q210> 7

211> 8

£212> PRT
213> ANTEH

<220
228> BRF

RS

€220>
[0007]
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[0008]

921>
<999
o028y

220>
L221>
229>
£828>

280>
221>
<2273
223>

290>
921>

<229>

$2233

220>
991>

00>

K223>

MISC PEATURE
(.. ()
Xaa = FHEE (Ae) 151 Nle

B
@..®
R

MISC_FEATURE
(3). . (3)

Xaa = D-Ala, B -Ala, ¢-#ETHE (Gaba),
o -FEFT B i) B Gy

MISC PEATURE
(&8).. (8
Xaz = D-Phe

MOD_RES
(8. (8)
Brftt

7

Xaa Cys Xaa His Xaa Arg Trp Cys

s

0

P

8

PRT
AL

L el

MISC_FEATURE
(Dot
Xaa = FHBLE () IBTRRY Nlo
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221>  HEHE
029y (7). (B
223> K

<2202

{321> MISC FEATURE
222> (2)..(2)
£228% Xaa — D-Cys

<0207

<221> MISC_FEATURE

£222> (3)..(3)

<223 Xaa = Ala, D-Ala, B-Ala, -8 THK (Gaba),
a-SERTR (Aib) K Gly

220>

€221> MISC FEATURE
29225 (5). . (5)
223> Xaa = D-Phe

€207

MOD_RES
(8. . 8
R

400> 8
Xaa Xaa Xaa His Xaa Arg Trp Cys
1 5

216> 9

211> 8

212> PRT
20135 ARSI

90>
el N

£290>

€221> MISC FEATURE

222>y (1)..{D

<2235 Xaa ~— FIEREE Q) B Nle

[0009]
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[0010]

(s
2). . (8
ik

220>

<221> MISC FEATURE

222> (3. (3

€223> Xaa — D-Ala, B -Ala, +-&HTH (Gaba),
o ~FIERTH (Aib) B Gly

220>

€221> MISC PEATURE
222> (a).. (5)
€923% Xaa = D-Phe

220>

€221> MISC FEATURE
222> (8)..(8
<2285 ¥aam = D-Cys

£220%
€221> MOD _RES
222> (81..(8)
€223>  WhREAL

400> 9
Xan Cys Yaa His Xaa Avg Trp Xaa
1 3

210> 10
211> 8

212> PRI
B13> NI

290>

<2205

€221> MISC_FEATURE

222> (..

€223 Xaa — FHEEE: (he) BEHEES Nle

220>
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<221y HE
98> (2., (8)
223> Rik

L2207

€221> MISC_FEATURE
€228> (2).. ()
4228y  Xama o D-Cys

40205

<g21> MISC FEATURE

222> (3.3

€223> Xaa = Ala, D-Ala, B -Ala, 4-8H T % (Gaba)
o -EEE R TE (M)

<2207

<2213 MISC PEATURE
42223 (5).. ()
3> Xaa = D-Phe

22

MISCkFEATUHE
8).. @B
Xaa = D=Cys

<220

<g21> MOD_RES
222> (8).. 8B
228> WERafk

£400> 10
Xna San Xaa His Xaa Arvg Trp Xaa
1 5

210> 11
2> 8
212> PRT
@218 AII¥)

<220>
223> BEEEZREE

£2200
[0011]
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€221> MISC_FEATURE

220> (1)..(D

228> Xaa = ARGIR-2-BRER (0ic), WEK 6y (Chg),

B Ala (hCha), D-B MFEHEAla (D=Cha), S-URNEHME (Nip), #-Pro (hPro), Wi-Leu
(hleu), Phe, D-Phe,

D-3F 243 Gly (D-Che), #5-Phe (hPhe), B -7 Mot (B ~hMot) B A-BIET # (Gaba), #RFTE
R (A B 1

<2207

o21>  HEH,
222> (2)..(8)
€298> Bk

220>

<221> MISC_FEATURE
222> (). (1)
£223> Xaa = D-Phe

220>
€921% MISC PEATURE

<2225 (1)..(D)

€223 Xea = 1-BETE (Gaba)

L2260

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

400> 11
Xaa Asp His Xaa Avg Trp Xaa Lys
! 5

210> 12
@I 8
2195 PRT
213 ATLFY

220>
228> HEREZ A

€220

¢221> MISC FEATURE

£2925  (1).. (1)
[0012]
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[0013]

223>

L2200
221>
<222>
$223>

<2202

<4002

Xaa = FHIE T HEBEMER -k Ala (Cha)

s
2, . (8
Rk

MISC_FEATURE

.. W
Xaa = D-Phie

MISC FEATURE
7). .7
faa = =8 H T8 (Caba)

MOD_RES
(8).. (8)

12

Xaa Asp His Xaa Arg Trp Xaa Lys

1

210>
<211
212>
218>

2205
43953

L2200
<220
£222>
2232

<2205

222>

5

13

3

PRT
N5

MISC FEATURE

.. )
Xaa = B -l Ala (Cha), &2t Ala (hCha), Leu

ta-Len (hLeu) 2k Phe, ARFHEESS (o) 1B 10
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[0014]

223>

220>
221>
222>
223>

9905
221>
€229>
223>

220>
221>
222>
£223>

400>

BRIk

MISC FEATLRE
(4).. (4)
Xaa = D-Phe

MISC FEATLRE
{6)..(6)
faa = D-Trp

MOD_RES
®.. 8
L

13

Xaa Asp His Xaa Are Xaa Ala Lys

i

<2102
211>
£218>
€218>

<2205
<223»

220>
221>
222>
223>

L2202
221>
222>
223>

$2200
2212
222>
223>

5:

14

g

PRT
N5

s

MISC FEATURE
(1), ..{h

Xaa = HIMA (Ac) 1215 Nlo

G
@), (8)
28N

MISC FHATLRE
{(4)...44)
Xaa = D=Phe
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[0015]

£221> MISC_FEATURE
229> (6)..(6)
<228> Xaa = D-Trp

220>

221> MISC TFLATURE

922> (1. (D

223> Xam = D-Ala, B -Ala, 48T (Gaba),
TSR (Aha) B8 6858 1R (Apn)

220>

<221 MOD_RES
229> (8).. (8
925> itk

400> 14
Xaa Asp His Xaa Arg Xas Xaa Lys

PRT
NILFPH

WISC FBATURE
(1D
Xaa = FHIEE (Ac) (BRI Nle

€220>

@21y EEE
222> (2)..(8)
4293 TR

<221> MISC FEATURE
222> W.. W)
€223> Xaa = D-Phe
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[0016]

220>
221>

<400>

MISC. FEATURE
(6)..(6)
Xaa = D=Trp

MISC PEATURE

(D (D

Xaa = -G (hpn), ©EETIR (Gaba),
G-E R (Ahx), B -Ala, D-Ala

MOD_RES
8).. (8
Wi jz 44

15

Xaa Uys His Xaa fArg Xaa Xaa. Cys

21

220>
223>

<220%
221>

297>
29

£220>
221>
L2990
£223>

<2205
21>
£222>

228>

b

16

i

PRT
NILFH

B TR

MISC FEATURE
GPER e |
Xaa = FIeEE (Ac) 15 TRY Nle

BRI
(2).. (8
EZRN

WLISC FEATURE
8). .43
Xaa = D=Ala
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[0017]

220>
291>
22>
£293>

400>

Xaa Cvs Xaa His Xaa Arp Xaa Cys

1

216>
211>
£212>

213>

220>
<223>

292>
293>

MISC_FEATURE
(5).. (5)

Yaa = D-B = (2-253E) Ala (D-2-Nal)

MISC_FEATURE

Xaa = Trp, B -E-FH)Ala Q-Nal)®p - (- Ala

(1-Nal)

MOD._RES

8., (8)

16

5
17
8

PR

L dE s

MISC_FEATURE

. (1)

Xaa = HIE TR IHR Nle

SEHIE
(2). . (8)

3y TR

MISC FEATURE
(3)..(3)
Xaa = D=Ala
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[0018]

£220>

£221>

222>

223>

220>

Loy

222>

223>

220>

221>

€999

<2235

400>

MISC FEATURE
(5)..(5)
Xaa = D~Phe

MISC_FEATURE
D). . D
Xaa = B ~(2-255)Ala (0-Nal) gk Trp

MOD RES
(8)., (8
BEG AL

17

Xaa Cys Xaa His Yaa Arg Xaa Cys

1

<210

<2117

4219y

213>

<2207

223>

<220

2215

<oz

9%

L2207

221>

222>

223>

<2205

991>
£222>
£293>

5

18

8

PRT
NI

MISC FEATURE
(D (1
Xaa = FHMEE: (Ae) 150000 Nle

@)..®
Ak

MISC FEATURE
8.3
Xaa = D-=Ala

87



CN 103755786 B F 5 & 18/59 Tt

220>

221> MISC_FEATURE
£222> (5)..(5)
€223> Xaa = D-Phe

220>

<221> MISC_FEATURE

822> (7). (D

<223 Xaa = B -(-FH)Ala (G-Nal), B -(1-ZFH)Ala (1-Nal)
B SRR R Ala (Ral)

<2203
<221> MOD_RES
<222y {8)..(8)
<223y Wik

400> 18
Xaa Cys ¥Xaa His Xaa Arg Xaa Cys
1 5

210> 19
211> 8
<212> PRT
AL

220>
L2287

220>
Q21>
<929y A1
223> Xaa = FBE (Ac) BHHI Nle

<220
222y (2)..(8)
223> Hik

220>

€221> MISC_FEATURE

Q22> .. W

223> Xaa = D-Phe
[0019]
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220>

<221> MISC FEATURE
222> (D). A1)
2293y Xaa = D-Ala

<2205

221> MOD_RES
222y (8).. (8)
283>  ERlAL

400> 19
Xaa Asp Hig Xaa Arg Trp Xaa Lys
1 B

210> 20

211> 8

212> PRT
213> AIFPH

<2203
€223> B RESRE K

<9205

¢221> MISC FEATURE

22225 ).

<223> Xas = FESE (Ac) B0 Nle

<2203
a1y LERE
22225 (2).. (®)
223> Rk

220>

<221> MISG FEATURE
2225 (3)..3)
<223> Xaa = D-Ala

<2207

<221 MISC FEATURE

222> (8).. (B)

£223> Xaa = D-f -2-ZH Ala (D-2-Nal)

€220>
[0020]
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[0021]

221>
<H22»
{2282

2200
221>
<2227

e

100>

Xaa Lys X¥aa His Xaa Arg Xaa Cys

1

<210

Q211>

$212>
213>

220>
223>

<2202

221>

<283%

220>
<221
€222
228>

<2200
21
2222
228>

AN

220>
221>

N

220>

(220>
221>

MISC_ FEATURE
(.. (D

Xaa = 3~ IFUEIG AL Ala (Bal)

HMOD_RES
#).. (8
Bt
20

5

21

8

PRT
AL

MISC FEATURE
(1. (D

Xaa = A (Ae) (BHR Nle

SRR
@2).. (8
Mk

MISC FEATURE
.. ()

Xaa = HEW Pon)

MISC FEATURE
(3).. (3)
Xaa = D-Ala

MISC PFEATURE
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[0022]

<2227
223>

£220%
<221»
K229y
<225y

400>

&).. (5
Kan-= D+Phe

MOD._RES
®).. )
o

21

Xan Xaa Xaa. His Xas Arg Trp Cys

1

210>
211>
212>
213>

<2205
223>

220>
221y
222>
228>

220>
221>

222>

223>

220>
<221y
(329>
$223>

<220
221>
222>
L2903y

L220%
221>
222>

5

22

PRT

BB RS

MISC FEATURE
(1.0
Xaa = HIBEAE (Ac) BURG Nle

sEMIR
(2)..(8)
Tk

(2).. 2
Xaa = Cys B 514 (Pen)

MISC FEATURE
).,
Xaz = D=4la

MISC_FRATURE
8)..08
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223> Xas = D-Phe

<920
€221> MISC FEATURE
2925 (8).. (%)

223> Xan = FHEM (Pen)

<9

<221> MOD RES
222> (8)..(B)
223> Wkl

400> 22
Xaa Xaa Xaa His Xaa Arg Trp Xea
1 5

210>
<2115
€219> PRT

@13y AL

9905
€928y B ER AEA

£220>
€221> MISC FEATURE
229> (1), (1)

€923y Xaa = D-Phe

220>

221> Ehiak
222> (2)..(8)
223> HIR

220>

<221% MISC FEATURE
<2295 )., (1)
<2232 Xaa'= D-Phe

42205

221>  MISC FRATURR

222> (5).. (5)

293> Xas'— FE-hrveg (hire)

[0023]
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[0024]

<2205
<2215
2993

223>

220>

<221

222>
223>

<2202

221>
222>

€223

<400>

Xaa Cys His Xaa Xaa Trp Xaa Xaa Thr

1

210>

211>

212>

213>

<220>
<2237

220>

221>

<292y

223>

€220
£221%

222>
<223>

220>

221>
$222%

223>

MISC FEATURE
(7). . 7)
Xaa = P =Ala

MISC_FEATURE
®).. (8
Xaa = D-Cys

MOD RES
9. . (9
M Ak,

23

9

24
9

PRT
AT

R SR L

MISC PEATURE
(1., (1)
Xaa = D-Phe

ghp
(2).. (8
IR

MISC FEATURE
(4).. {4
Xaa = D~(Et) Tyr
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[0025]

Xaa Cys His Xaa Xaz Trp ¥aa Xaa Thr

Xaa = Arg 8UE-Arg (hArg)

220>

<921% MISC FEATURE
<222y (8)..(5)
€933

€290%

<921y MISC FEATURE
23y DD
223> Xaa = B -Ala
290>

€921y MTSC_FEATURE
229> {8).. (8
223> Xaa = D-Cys
996>

221> MoD RES
228y 9).. (9
<223y B

400> 24

I 5
210> 25

211> 9

2193 PRT

218> ATF
2907

€293y MR R
920

<221% MISC FEATURE
99y (1y.. (1)
€223> X¥aa = DPhe
<220

G211y ERR

<222y (2)..(8)
223> BRIk

£220>
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£221> MISC FEATURE
@22y ). (b
<2237 Xaa = D-Phe

<2207

€221> MISC FEATURE

222> (6).. (6)

998> Xaa = 4,47 =BEEE Ala (Bip)

2903

£221>  MISC PEATURE
€985 (7). (D)
<223> Xaa = B -Ala

<220>

291> MISC FEATURE
€222> (8).. @B
{223> Xaa = DFCys

£2805

221> MOD_RES
222> (9. @)
223> B

Xaa Cys His Xaa Arg Xaa Xaa Xaa Thy
1 3

210y 26
Q11> 9

€212> PRT
213> AL

€293y BT AR

221> MISC FEATURE
22> (1) (1)
€223% Xaa = D-Phe

201> HEfk
[0026]
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[0027]

222>
223>

@0y

221>
229>
223>

<2207
221>
222>
{2235

L2890
221>

€999>
223>

220>

221>

222>
223>

290>

<221

€222

1223

220>

a1
282>

€998

400>

Xaa - Cys His Xaa Xaa Xaa Xaa Xaa Thr

L

1o
211>
<2122
213>

(2. . (8)
IR

MISC. PEATURE
). ()
Xaa = D-Phe 8% D= (Bt) Tyr

MISC. FEATURE
(5).. (5)
¥aa = BH-Arg (hArs)

WISC FEATURE
(6).. (6
Xaa = 4,4 -k Ala (Bip)

MISC _FEATURE
(1.0
Xag = B-Ala

MISC FEATURE
(8)..(8)
Kag = DrCys

MOD._RES
(9).. {9
Btk

26

5

27

8

PRT
NI
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[0028]

€243z

CAZ00
22212
222>
223>

2200
221>
<2922
<223

<2207
221>
<2295
<2235

L2200
221>
£222>
<2282

<2202
G
222>
293>

400>

1

<210
211>
212>
€213>

<220>
<2935

220
221>
222>
<228>

SRR A2 A

MISC PEATURE
Xaa = Nle

Z sy
(2, . (®
IR

WISC FEATURE
). . )
¥ga o D-Phe

MISC_FEATURE
(..

Xaa = -5 3L (Apn)

oD RES
(8). . (8)
e

27

5

R R A

HISC_FEATURE
€L, 1)

Xaa = B (Ae) 16

97



CN 103755786 B

ool =

28/59 Tt

[0029]

220>
221>

222>

228>

2207

{2225
€295

<2205
221>
222>
<223

£220>
€221%
222>
223>

220>
221>
<2925
{293%

Ao

<400>

(2)..(8)
IR

MISC FEATURE
(3)..(3)
Xaa = D-Ala

MISC FEATURE
(5).. (5

Xaa = D-Phe

MISC FEATURE

(D..(m
Xaa = Tep B} 3-ZEFHEIE Ala (Bal)

MOD_RES
(8..®
AL

28

Xaa Asp Xas His Xaa Arg Xaa Lys

L

210>
211>
£212>
213>

220>
223>

290>
221>
$222>
L223>

Tog

3

29

B

PRI
NTFA

R RE R R

MISC_FEATURE
(..
Xaa = FEEEE (Ae) (B4R Nle
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[0030]

<2205
271>
222>
223>

<2203
221>
202>
223>

<220%
{2212
<2222
223>

220>
<2212
222>
$223>

220>
221>
2227
£228>

400>

Xaa Cys Xaa His Xaa Arg Trp Xaa

1

210>
211>
<12y
{213

L2203
223>

220>
£921>
<9995
€223

220>

ol AR
(2). . (8)
ok

MISC FEATURE
(3).. )
Xaa = D-Ala

MISC FEATURE
(5)..(5)
Yas = D-Phe

MISC_FEATURE
(8)..(8)

Xaa = T H M (Pen) 8 Cys

MOD_RES
(8)... (8)
C-oRR e 0 B

29

&
30
8

PRT
AL

R S PR B

MISC FEATURE
(1) €1

Xaa = BB (he) (BIHRY Ne
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222> (2)..(8)
<223y IR

4280>

4221> MISC_FEATURE

222> (3)..(8)

223> Xaa ~ Do ~HE TR (D-Abu), D-Val, D-1le, D-lLey,
Defl-Leu (D-Tle) B D-B -~ % Ala (D-Cha)

€220>

MISC FEATURE
(5),. (&)
Xaa = D-Phe

220>

4221> MOD_RES
<292% (8)..(8)
<223y WEREtL

400> 30
Xaa Cys Xaa His Xaa Arg Trp (ys
1 5

210> 31
2115 8
2219y PRT
213> AT

<990
223> BRI

{220>

221> MISC. FEATURE

2295 (). €D

293> Xan = HIHESE (he) B W0 Ne

S
222> (.. ®)
29935 BB

<320
[0031]
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ool =x

31/59 7T

[0032]

<2213
<229
<228

<2207
<2213
<222
223>

L2202
<2213
222>
CE287

{2200
221>
222>
223>

<400>

MISC_FEATURE

(9).. (2

Xaa = HE{Pen)

MISC FEATURE

)., {4
Xaa = D=-Phe

MISCG FEATURE
..
Kaa = -8 TR (Gaba)

MOD_RES
(8).. (8]

Bkt

31

Xaa Xaa His Xaa Arg Trp Xaa Cys

1

<2102
L2113
<2123
213>

L0200
2295

<2203
521>
€222
£999>

4220
<521y
2995
<293

<2202
221>

-

Ro)

A

MISC FEATURE

(1)..
Yoaa = ML (Ac) B0 Nle

shH
@..
R

MISC FEATURE
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ool =

32/59 T

[0033]

222>

<223

220>
221>

222>
223>

£220>
221>
222>
223>

<223

400>

(2).. (2
Xoa = Lys TG &N (Pen)

MIRC PEATURE
(4)..€4)
Xaa = [-Phe

MISC FEATURE
(0.1
Yau —4-5F5 | B (Gaba)

MISC FEATURE
{8).. (8

Xaa = HEH (Pen)

MOD RES
(8)..(8)
AR

32

Xaa ¥aa His Xsa Arg Trp Xas Xaa

1

210>
211>
212>
213>

220>

<2233

<2207
g2z
£299>

<2205

221>

5

33
§

PRT
AT

MISC FEATURE
(.. €D

3y Xaa = Leu, B -3\ 3 Ala (Cha), Tle, Phe, Val ok

102
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ool =

33/59 L

[0034]

€222>
{8232

220>

221>

a9
223>

€220
221>
<2222
€223

220>

221>

282>
223>

<4002

1

<2103
iy

212>

213>

220>
<223>

280>
221>
99>
223>

220>

221>
{222
<2235

..
HOMR

MISC FEATURE
Xaa = D-Phe

MISC. FEATURE
(). ()
Xaa = A= 3T B {Gaba)

MODL_RES
®..
BRI

33

Kag Cye Big Xag Arg Trp Xaa Cys

5

3
8
PRT

BRI

HISC_FEATURE
(.. )
Xaa = Nle gz Phe

HEALK
(2).. (8}
IR

MISC_FEATURE
.. (1)
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€223> Xaa = D-Phe

220>
<2213 MISC. FEATURE

<2225 (1) (D)

223> Xaa = --HETR (Gaba)

220>

€221> MOD RES
222> (8)..(8)
223 ERBEAL

400> 34
Xaa Cys His Xaa Avg Trp Xaa Cys

L b

10> 35
211> 8
<2195 PRT
213>y AT

<220>
Q23> BERESEREK

<920%

<221  MISC FEATURE

22295 (1. (D)

€293> Xan = FHFCEE (Ao B MR Nle

<2005

221> HEAER
aex (2)..(8)
€293y R

£220%

221> MISC FEATURE

€222% A3).. (3)

<223> Xaa = B ~(3-HiBEE)Ala (3-Pal)

220>

<921> MISC PEATURE
€222> (.. @)
€293 Xaa = D-Phe

(SRl W)

[0035]
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35/59 L

[0036]

<2200
221>
222>
<223>

205
991>
099>
$228»

400>

1

210>
211>
212>
<213>

220>
{223

<220
221>
222>
€223>

L2202
221>
£299%
093>

<2202
221>
222>
223>

29203
291>
222>
<2235

MISC FEATURE
(.. (D)

Yaa = 4~B T W (Gaba)

MOD_RES
®)..(®
gt

35

Xaa Cys Xda Xaa Arg Trp Xaa Cys

b

36

8

PRT
ANLFH

R R A

MISC_FEATURE

(.. )
Yoo = FHEEEE (Ac) 1&Hi Nle

oy
{2).. 48
IR

MISC FEATURE
€32)..(3)
Xaa‘ = D‘_ﬁsla

MISC FEATURE
5). . &)
Xaa = D=Phe
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€220

€221> MOD_RES

€222> (8)..(8)
223> CRImE B HE

<4003 36
Xaa Cyvs Xaa His Xaa Arg Trp.Cys
1 5

<210% 37

2113 8

€212> PRI
213> AN THH

42903
223> BRRED R

220>

€221> MISC_FRATLRE

222> 1.4

€223y Xaa = HIEAEL (Ae) B1HRY Nle

£990>

221> HEIK
€222> (2)..(8)
<223y FOIR

220>

€921  MISC FEATURE
222> (6).. (6
293> Xaa = D-Trp

{220>

€221> MISC FPEATLRE

228> {D)..(D

223> Xaa = 4~ IETE] (Gaba)

<220
£991>  MOD RES
2223 (8).. (8
223> MRk

<406> 37
[0037]
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Xaa Cys His Phe Arg Xaz Xaa Cys

I a

210> 38

211> 8

212> PRT
eI AT

29905
223> R R SRR

€2207

¢991> MISC FEATURE

222> (.. (1)

€223> Xaa = FHBHE (Ao) E1HAY Nle

€320

21y HlE
4229y (2). . (&)
@23 Wk

£220>

<221> MISC FEATURE

222> (4).. )

4223> Xea = DB —(2=-8H) Ala (D-2-Nal)

£220%

€221» MISC FEATURE
9% (7)., D)

€223> Xaa = Ala®ip -Ala

<2205

<2215 MOD RES
<222> (8)..(8)
€223y ERBEAL

100> 38
Xag Asp His Xaa Arg Trp Xaa. Lys

1 5

2F 39
211> 8
[0038]
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<212% PRT
218> ATFH

2205

<220%

221> MISC_FEATURE

222% (1.

<223y Xaa = JHEREE (Ac) IEH5 Nle

@l BN
222> (2)..(8)
$228> AR

221> MISC_FEATURE
229> (4). . {4

<2233 Xaa = D-B =(2-758) Ala (D-2-Nal)

MISC. FEATURE
.. (D
Yaa = 4-EE T (Cabe) B 6-HILTBR (Ahx)

> MOD_RES
222> (8), (8

400> 39
Xaa Cys His Xaa Arg Trp Xaa Cys

1 5

210> 40
11 8
<212> PRT

@1 AT

220>
223>

[0039]
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39/59 T

[0040]

€223

220%
291>
222>
<223>

220>
221>
222>
223>

<400>
Xaa Asp His Xaa Avg Trp Xaa Lys

222>

(228>

HISC FEATURE
(y, .

¥aa = B-Phe (hPhe) BB ¥ AL Ala (Cha), HEHIEREL (Ac) B1fi

@).. (@)

MISC_FEATURE

). @
Xaa = D-B —(2-245) Ala {(D-2-Nal)

MISC.FEATURE

M.
Xaa = 4@ ] (Gaba)

© MOD_RES

(8).. (8
AL

40

5
41
8

PRT
NIFFF)

R R R

(..
Xaa = FE (o) B Nle
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[0041]

221>
L2220
L2257

<220%
£221>

(222>
L2232

LI T SO
; >
ECRR U
b e O
AR VS

I
OB )
8
&5
N

<2207
£221>
2220
L2237

<400>

G
2).. (8
IR

MISC FEATURE

), . 4
¥aa = [-Phe

MISC_FEATURE

). . (D

Xaa = B =Ala B0 5-2 LN (Apn)

MOD RES
{8).. (8

C-RE R A 1R

41

Xaa Agp His Xaa Arg Trp Xaa Lys

1

<210
211>
<2122
{218

o203
<o

£2200
<21
<22
<2233

290>
221>
LA2AD
{2237

220
€221

PRT
NTFFH

SRR S A

MISC FEATURE
(..
Xaa — SRR (Ac) 1B Nle

SR
@)..®
PR

MISC FEATURE
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[0042]

223>

L2203
221>
€222%
223>

£220>
£221>
222>
{2235

100>

.. @
Xaa = D-Phe

MISC_FEATURE
D 1)
Xaa = 6~ MR (8hy) 2 5-F W (Apn)

MOD RES
(8)..18)
C-Rin e B R

42

Xaa Cys His Raa Arg Trp Xaa Cyvs

i

218>
211>
212>
{213>

900>
$223>

<2202
Q21>

2295
223>

<220>
221>
222>
conm

220>
221>
2293

5

AT e

MISC_FEATURE
(..
Xaa = D-Phe

“ERIR
(9). . (9)
Bk

MISC FEATURE
4y, . (9
K%aa = D-FPhe

MISC FEATURE
..
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42/59 7T

[0043]

$223>

220>
221>
222>
£293>

42203
221>
222>
{223%

<400>

Xaa = Ala, B -Alagl 4-83E | 8 (Gaba)

MISC FEATURE
(8)..(8)
Xaa — D-Cys

MOD_RES
(9).. (9
R E A B

43

Xan Cys His Xaa Arg Trp Xaa ¥aa Thr

1

29105
211>
21T
<213y

220>
£2233

0205
<2213
€202y

14
8

PRT
ANIFe3

B R AR

MISEC FEATURE
(1, (1)

228> Xaa= B ~FREEAla (Cha), Nle, BFCHE 6Ly (Che), DB -3 ELE Ala (D-Cha), &

D=3 23 Gly (-Chg) 5B m-Phe (WPhe), #BFITREL (Ac) B

€220
2991
208y
223>

{220>
221>
42995
223>

220>
{a21>

Bibad
(2).. (&
77

MISC FEATURE
.. @
Xaa = D-Phe

MISC_FEATURE

112



CN 103755786 B

ool =
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[0044]

222>
<2

<2205
221>

K222>

2237

400>

(1) A7)
Xaa = &~FHE T (Gaba)

MOD_RES
(8).. (8
CARume B iR

44

Xaa Asp His Xaa Avg Trp Xaa Lys

1

10>
11>
212>

<213

2203
223>

<2207
221>
<222
223>

C220%
$221>
9995
£223>

220>
221>
<222>
L223>

£220>

L4217
222>
{223>

<2202
221>

5

45

8

PRT
AT

AR IR

MISC FEATLRE
(1).. (1)
Xaa = FIBEEE (Ac) (B4 Nle

(2).. (8)
AR

MISC FEATURE
(4. . (1)
Xaa = DPhe

MISC: FEATLRE
(6).. (8
Xaa = D-Trp

MISC FEATURE
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44/59 11

[0045]

202>
228>

220>
a1
a2z
203>

<400>

(0.0

Xaa = 4-FH TR (Gaba), 6-FHEIMR (Ahx),

B —Alam D-Ala

MOD. RES
®).. @®
C-oRIRAE 1 R

45

Xaa Cys His Xaa Arg Xaa Xaa Cys

e
Q

@
223>

£220>
$221>
1990y
L2283

220>
221>
929>

220>
L281>

WISC FEATURE
(.. (1)

Xaa = FIWEE (Ac) (E1HAY Nle

ES b
2).. &
E78 Y

MISC FEATURE
(3)..
Xaa = B-Ala

MISC_FEATURE
(6. (B

Xaa = D-B —(2-28 ) Ala (D-2-Nal)

MISC FEATURE
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222> (.. ()
223> Xau = Trp, B -(2-ZF8)Ala (2-Xal);, B ~(1-%F5) Ala
(I-Nal) Bk 3- KW SN 208 (Bal)

220>

<2215 MOD.R
22> (8).y (B)

€223> C-ARuhE 0

ES

<4005 46
Xaa Cys Xaa His Xaa Arg Xaa €ys
1 5

211> 8
2> PRT
ANITF

MISC FEATURE
222> (). (1)
€223> Xaa = FHBEE Q) B Nle

220>
221> EERb
€999 (2),.(8)
<203y K

UISC_FEATURE
(2).. @)

3y Xma = BEEN (Pen)

1> MISC _FEATURE
(3)...(3)
Xaa = D-Ala

<221% WISC FEATURE
289> (5).,(5)
[0046]
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[0047]

£295>

2207
221>
LI
223>

400>

Xag = D-Phe

HOD. RES
(8).. (8)
C-AR AL [ i

47

Xaa Xaa Xas His Xaa Arg Trp Cys

1

<2102

Q11>

212>
213>

L2207

2235

<2205
221>

242>

223>

220>
221>
(222>
<2237

{2203
{291>
$209>

{228>

220>
G2
292>

<243>

220>
(221>
222>
€223>

)

48

8

PRT
N

BRRE R

MISC FEATURE
(1. (D
Xaa = FHBEEE (o) B MR Nle

2
(2).. (8
R

MISC FEATURE
(4). . ()
Xaa = D-Phe

MISC: FEATURE
(7). .7
Yas = -2 TH (Gaba)

MISC FEATURE
(8)..(8)
Xas = FEN (Pen)
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220>

221> MOD RES

229> (8)..(8)

<228y C=Hini G h

400> 48
Xaa Cys His Xaa Arg Trp Xaa Xaa

1 a

210> 49
11> B

&A125 PRI
Q1 AP

<9207
€223 BB IREK

<2207
<221> MOD_RES
€222y {1).. (D)
223> FIBEEE (Ac) 21

<2205

221> HEKIHK
€222y (2)..18
223> FR

<220
<921> MISC FEATURE
222> (8)..(3)

L2 Kan = D-Klx

Q20>
<221> MISC_FBATURE

222> (5.

€223> Xaa = DB —(2-FFH)Ala (D-2-Nal)

€220

<221> MOD_RES

222> (8)..(8
[0048]
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223> Witk

400> 49
Arg Cys Xaa Hig Xaa Arg Trp Cys
1 &

£210> 50
211>
212> PRT

213y ATFA

€220>
223> BEERE A

L2200

€221> MISC FEATURE

€992> (1. (1)

€223> Xaa = Arg BX D-Avg, #FH B (Ac) 15 T

£2200

221> gkl

> (2.8
AR

€920>
¢221> MISC_FEATURE
222> (3).. (8)

223> Xaa = D-Ala

220>

€221> MISC FEATURE
2927 (5)..(9)
€223> Xaa = D-Phe

220>
€221> MOD RES
222> (8)..(8)
228> Welgi

400> 50
Xaa Cys Xaa His Xaa Arg Trp Cys
1 5

[0049]
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ool =

49/59 7T

[0050]

210>

<2113
212>
213>

L2207
293>

<2200

<a2l>
222>
<223>

220>
221>
€229>

<228

<220>
221>
<2225
€223

220>

221>

<2223
223>

2205
221>
299>
€223>

220>
221>
<2025
293>

400>

PRT
N3

SRR I

MTSC_FEATURE
(..
Xaa = D-Arvg 3% Avg, RIS (o) (£

S
(2)..®
PR

MISC BEATURE
(3),.(3)
Xaa = D-Ala

MISC_FEATURE
(6)..(5)
Xaa = D~Phe

MIESC FEATURE
(8).. (8
Yan = FHEEE (Pen)

MOD_RES
(83.. (&
WAL,

51

Xaa Cys Xaa His Xaa Arg Trp Xaa

1

5
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50/59 7L

[0051]

210>
<211y
<2125
<213%

{220
223>

220>
<2213
222>
<223%

€220
L2913
<209y
<223>

<2207
£221%
4999
£223>

220>
221>
222>
223>

£220>
€221>
242>
223>

<220%
221>
£099%
£223>

<400>

Xaa Cys His Xaa Arg Trp faa Xea

1

52

PRT
N5

MISC_FEATURE
(1. . €D

Xaa = D-Arg o Arg, HEFEBESE (o) 24

SERIE
(2).. (8)
IR

MISC FEATURE
Xaa = D-Phe

MISC_FEATURE
(D). (D

Xaa = 4~@H TR (Gaba)

MISC_FEATURE
(8) .. &)

Xaa = H&EM (Pen)

MOD _RES
8).. (8
Rk fett

52

5
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[0052]

22107
Q11
212>
o3>

42200

<2205

g2t

<222

<2237

220>

21>
222>

223>

<2202
221>

<229
<223

£220%

91>
(222>
49935

£400%

53
8

PRT

AT

B PR BRI

MLSC _FEATURE

£1). . (1)

Xaa = Defvg 5 hve, EEFEEAE Ae) B0

2).. 48
IR

MISC_FEATURE

.. ()
Xaa = D-FPhe

MOD_RES

(8).. (8
Btk

a3

Xaa Asp His Xaa Arg Trp Ala Lys

1

22107
Q11
2L

<213

<2202

42235

<220%

<p2t
<222
229>

5

54

8

PRT
AL

R PR R RN

MISC _PEATURE

(1. {1
Xaa— MRS ) 1B le
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[0053]

<220
221>
<2925
<223

L220>
221>
822>
223

220>
221>
L2227
€223>

<220>

<2205
<315
L2292
<223

400>

Xaa Cys Xaa His . Xaa Arg Trp Xaa. Cys

1

<210»
11>
<212>
213>

220>
223>

220>
Q21>
<222

Ak
(2).. (9
IR

MISC PEATLRE
(8) o+ (B

KXaa = D-Ala

MISC FEATURE
(5).. (5)
Xaa = D-Phe

MISC_FEATURE
(8)..(8)

Xaa = Gly, D-Ala, B -Ala, 4~ FTH (Caba) sk

5= AL (Apn)

MOD_RES
9.9
WAL
54

.
55
8

PRT
E}xlﬁfﬁgm

R TR

MOD RES
(1).. (D
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[0054]

€222
2232

<2200
£221>
<2223
228>

920>
221>
999>
€223>

<400>
Cys Glu His Xaa Arg Xas Ala Cys

1

210>

211>
212>
218>

<220>
223>

<2207
221>

222

223>

£220>
<2213
<2223
2283

modified with acyl (Ac)

EEAK
(2).. (8
FRIR

KISC FEATLRE
(). 0
Xaa = D-Phe

MISC FEATLRE
8. . (6)

Xaa = Trp BiB - (2-Z40) WEE (2-Nal)

MOD RES
(8).. (8
Pk etk

55

5
56
8

PRT
KT w5

R E A

MOD. RES
(.. (1

modifisd with-acyl (A¢)

g aRe
(23.. (8
781
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[0055]

€220>
<221>
222>
€223>

220>

221>

222>
€223>

<2207

221>
222>

€223

£220>
<2215
<222>
<2935

LA06> 5
Cys Xaa His Xaa Arg Xaa Ala Cys

1

210>
211>

212>
213>

{220

<223

220>
<221

L222>
223>

<220>

221>
L2225

223>

MISC. FEATURE
(2)..(2)
Xaa = D=Ala

MISC_FEATURE
.. (1)
Xaa = D"P he

MISE FEATURE
6). . (6)

Xaa = Trp BB —(2-285) Ala (2-Nal)

MOD_RES
(8).. (8)
Wizt

6

o

o

57
9

PRT
ALFH

SBRR R

MISC_FEATURE
(V..

Xaa = FHMEAE (Ac) BHHE9 Nle

e iy
(2).. (9
Fofk
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[0056]

220>
221>
<222%
{223>

220>
221>
222>
<2237

£220>
Q221>
222>
223>

L9205
221>
£222>
<223

<4000

MISC_FEATURE
3).. @

Xaa = D=Ala

MISC. FEATURE
(5). . (5)

fasi= D-Phe

MISC FEATURE
(8)..(8)
Xag = Ala, B -Ala gt 45T M (Gaba)

MOD_RES
©)..©
Beheetts

57

Xaa Cys Xan His Xaa Avg Trp Xaa Cys

1

210>
211>
212>
213>

2200
£228>

{226>
221>
2222
<2237

<220
221>
<222
£293>

220>

5.

58
PRT
KITFR

S I S M

MISC. FEATURE
(..
Xaa = HIEHE (Ac) B HiY Nie

SR
2)..®
PRI
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[0057]

221>
L2225
223

<2207
221>
222>
223

220
<2213

LI29>
K223

£400>

MISC_FEATURE

3).. (3
Xaa = D=Ala

MISC_FEATURE

(5)., 5
Xaa — D-Phe

MISC FEATURE

.. LD
Xaa = 3-FHBEHIE Ala (Bal)

MOD_RES

9).. (9

Xaa Asp Xaa His Xaa Arg Xaa Ala Lys

1

<2107
L2112
<2123
213>

<2205
221>
<2225
228>

=

MISC FEATURE

1).. (L

Yaa — D~ O3 Ala (D-hCha) wodified with acyl (Ac)

@.. 6
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[0058]

£290>
£929%

228>
€221>
$222%
€223>

£220>
221>
227>
293>

400

(4).. @)
Xaa = D-Phe

MISC FEATURE
(... (1)
Xaa = ©-EHETHR (Gaba)

MOD RES
(8)..(8)
MR,

59

Xaa Asp His Xaa Arg Trp Xaa Lys

220>
£221>
€222>
223>

<2202
a2
€222>
€223

220>
221>
222>

~

60
9

PRT

AT %)

BRI

MISC_FEATURE
.. (1)

Kag = B IR A Ala (Cha) modified with n-butyryl

ZER
(2)..(8)
R

MISC_FEATURE
(), .
Xag = D-Phe

MISC_FEATURE
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