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Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-b-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-A6c-Lys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Ahx-Cys)-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Trp-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Trp-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-D-Cys)-Thr-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-Apn-Lys)-NH,;
Ac-A6c-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-D-2-Nal-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
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-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-b-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-Gaba-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-Aib-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-Gly-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-b-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-Gaba-His-D-Phe-Arg-Trp-Cys)-NH;
Ac-Nle-c(D-Cys-Aib-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-Gly-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(Cys-b-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(Cys-Gaba-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(Cys-Aib-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(Cys-Gly-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(D-Cys-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(D-Cys-D-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(D-Cys-b-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(D-Cys-Gaba-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(D-Cys-Aib-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-0Oic-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hCha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
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Ac-D-Cha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Nip-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hPro-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hLeu-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hCha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Phe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-D-Phe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-D-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;

n-0 0 O O O -Cha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hPhe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-s-hMet-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH, ;
Ac-Gaba-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Cha-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-hCha-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-Leu-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-hLeu-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-Phe-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-D-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-b-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-Gaba-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-Aha-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-Apn-Lys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-Apn-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-Ahx-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-b-Ala-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-D-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-2-Nal-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-1-Nal-Cys)-NH,;

n-0 0 O 0 0O -Nle-c(Cys-D-Ala-His-D-Phe-Arg-2-Nal-Cys)-NH,;
n-0 0 O O O -Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-2-Nal-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-1-Nal-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Bal-Cys)-NH,;
Ac-Nle-c(Cys-D-Glu-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-D-Ala-Lys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Bal-Cys)-NH,;
Ac-Nle-c(Pen-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH,;
Ac-Nle-c(Pen-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH,;
D-Phe-c(Cys-His-D-Phe-hArg-Trp-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-(Et)Tyr-Arg-Trp-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Bip-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D(Et) Tyr-hArg-Trp-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,;
Nle-c(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-NH,;
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Trp-Lys)-NH,;
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Bal-Lys)-NH,;
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Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-0H;
Ac-Nle-c(Cys-D-Abu-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Val-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-1le-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Leu-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Tle-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Cha-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Pen-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-NH,;
Ac-Nle-c(Pen-His-D-Phe-Arg-Trp-Gaba-Pen)-NH,;
Ac-Leu-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Cha-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-1le-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Val-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-2-Nal-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-3-Pal-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-0H;
Ac-Nle-c(Cys-His-Phe-Arg-D-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Asp-His-D-2-Nal-Arg-Trp-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-2-Nal-Arg-Trp-B -Ala-Lys)-NH,;
Ac-Nle-c(Cys-His-D-2-Nal-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-His-D-2-Nal-Arg-Trp-Ahx-Cys)-NH,;
Ac-hPhe-c(Asp-His-D-2-Nal-Arg-Trp-Gaba-Lys)-NH,;
Ac-Cha-c(Asp-His-D-2-Nal-Arg-Trp-Gaba-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-b-Ala-Lys)-0H;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Ahx-Cys)-0H;2
D-Phe-c(Cys-His-D-Phe-Arg-Trp-Ala-D-Cys)-Thr-0H;
D-Phe-c(Cys-His-D-Phe-Arg-Trp-b-Ala-D-Cys)-Thr-0H;
D-Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-D-Cys)-Thr-0H;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-0H;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-Apn-Lys)-0OH;
Ac-Cha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-0H;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-0H;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-0H;
Ac-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-0H;
Ac-D-Cha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-0H;
Ac-hCha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-0H;
Ac-D-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-0H;
Ac-hPhe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-0H;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-Gaba-Cys)-0H;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-Ahx-Cys)-0H;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-b-Ala-Cys)-0OH;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-D-Ala-Cys)-0H;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-0OH;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-2-Nal-Cys)-0OH;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-1-Nal-Cys)-0OH;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Bal-Cys)-0OH;
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(13)

Ac-Nle-c(Pen-D-Ala-His-D-Phe-Arg-Trp-Cys)-0H;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-0H;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-0OH;0 O
Ac-Arg-c(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-NH,;
gooooOo0ooooDooooooogoboodg
oooDooo

00000000 ooDoooooDoooooood
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-0H;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-0H;0O O
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-0H;

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

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

Nle-c(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-NH,;
Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-b-Ala-Lys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Ahx-Cys)-NH,;

D-Phe-c(Cys-His-D-Phe-Arg-Trp-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-D-Cys)-Thr-NH,;
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(14) JP 4734411 B2 2011.7.27

Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-Apn-Lys)-NH,;
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-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hCha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-D-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hPhe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-b-Ala-Cys)-NH,;
Ac-Nle-c(Pen-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,; 10
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH,;
D-Phe-c(Cys-His-D-Phe-hArg-Trp-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Bip-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-(Et)Tyr-hArg-Trp-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,;
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Trp-Lys)-NH,;
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Bal-Lys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-0H;
Ac-Nle-c(Cys-D-Abu-His-D-Phe-Arg-Trp-Cys)-NH.; 20
Ac-Nle-c(Cys-D-Val-His-D-Phe-Arg-Trp-Cys)-NH;
Ac-Nle-c(Cys-D-1le-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Leu-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Tle-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Cha-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Pen-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Pen-His-D-Phe-Arg-Trp-Gaba-Pen)-NH,;
Ac-Leu-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Cha-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-1le-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH.; 30
Ac-Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Val-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-2-Nal-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-3-Pal-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-0H;
Ac-Nle-c(Cys-His-Phe-Arg-D-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-2-Nal-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Bal-Cys)-NH,; 40
Ac-Nle-c(Asp-His-D-2-Nal-Arg-Trp-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-2-Nal-Arg-Trp-b-Ala-Lys)-NH,;
Ac-Nle-c(Cys-His-D-2-Nal-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-His-D-2-Nal-Arg-Trp-Ahx-Cys)-NH,;
Ac-hPhe-c(Asp-His-D-2-Nal-Arg-Trp-Gaba-Lys)-NH,;
Ac-Cha-c(Asp-His-D-2-Nal-Arg-Trp-Gaba-Lys)-NH, ;0 O
Ac-Arg-c(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-NH,;
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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-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-NH, ;
Ac-Arg-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-NH,;

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

Ac-Arg-c(Asp-His-D-Phe-Arg-Trp-Ala-Lys)-NH,;0 O
Ac-Arg-c(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-NH,;
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Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
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(16) JP 4734411 B2 2011.7.27

Ac-D-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH, ;0 O
Ac-Arg-c(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-NH,;
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Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Gly-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-D-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-f3 -Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Apn-Cys)-NH,;
Ac-c(Cys-Glu-His-D-Phe-Arg-Trp-Ala-Cys)-NH,;
Ac-c(Cys-Glu-His-D-Phe-Arg-2-Nal-Ala-Cys)-NH,;
Ac-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Ala-Cys)-NH,;
Ac-c(Cys-D-Ala-His-D-Phe-Arg-2-Nal-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-f -Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Gaba-Cys)-NH, ;0 O
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Bal-Ala-Lys)-NH,;
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gbooooooboboobooobobobao

gbooooobobobobooobobobo
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Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-f -Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-A6c-Lys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Ahx-Cys)-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Trp-Ala-D-Cys)-Thr-NH,;

D-Phe-c(Cys-His-D-Phe-Arg-Trp-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-D-Cys)-Thr-NH,;

Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-Apn-Lys)-NH,;
Ac-A6c-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-D-2-Nal-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Nle-c(Cys-b-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-Gaba-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-Aib-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-Gly-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-b-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-Gaba-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-Aib-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(D-Cys-Gly-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(Cys-b-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(Cys-Gaba-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(Cys-Aib-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(Cys-Gly-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(D-Cys-Ala-His-D-Phe-Arg-Trp-D-Cys)-NH,;

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

Ac-Nle-c(D-Cys-Gaba-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-Nle-c(D-Cys-Aib-His-D-Phe-Arg-Trp-D-Cys)-NH,;
Ac-0ic-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hCha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-D-Cha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Nip-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hPro-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hLeu-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hCha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Phe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-D-Phe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-D-Chg-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
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n-0 0 O 0 O -Cha-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-hPhe-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-s-hMet-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Gaba-c(Asp-His-D-Phe-Arg-Trp-Gaba-Lys)-NH,;
Ac-Cha-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-hCha-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-Leu-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-hLeu-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-Phe-c(Asp-His-D-Phe-Arg-D-Trp-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-D-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-b-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-Gaba-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-Aha-Lys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-D-Trp-Apn-Lys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-Apn-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-Ahx-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-b-Ala-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-D-Trp-D-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-2-Nal-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-1-Nal-Cys)-NH,;

n-0 0 0 O O -Nle-c(Cys-D-Ala-His-D-Phe-Arg-2-Nal-Cys)-NH,;
n-0 0 O O O -Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-2-Nal-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-1-Nal-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Bal-Cys)-NH,;
Ac-Nle-c(Cys-D-Glu-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Asp-His-D-Phe-Arg-Trp-D-Ala-Lys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-2-Nal-Arg-Bal-Cys)-NH,;
Ac-Nle-c(Pen-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH,;
Ac-Nle-c(Pen-D-Ala-His-D-Phe-Arg-Trp-Pen)-NH,;
D-Phe-c(Cys-His-D-Phe-hArg-Trp-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-(Et)Tyr-Arg-Trp-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-Phe-Arg-Bip-b-Ala-D-Cys)-Thr-NH,;
D-Phe-c(Cys-His-D-(Et)Tyr-hArg-Trp-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,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Gly-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-D-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-b-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Gaba-Cys)-NH;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Apn-Cys)-NH,;
Nle-c(Cys-His-D-Phe-Arg-Trp-Apn-Cys)-NH,;
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Trp-Lys)-NH,;
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Bal-Lys)-NH,;
Ac-c(Cys-Glu-His-D-Phe-Arg-Trp-Ala-Cys)-NH,;
Ac-c(Cys-Glu-His-D-Phe-Arg-2-Nal-Ala-Cys)-NH,;
Ac-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Ala-Cys)-NH,;
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Ac-c(Cys-D-Ala-His-D-Phe-Arg-2-Nal-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-f3 -Ala-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Pen)-0H;
Ac-Nle-c(Cys-D-Abu-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Val-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-1le-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Leu-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Tle-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Cys-D-Cha-His-D-Phe-Arg-Trp-Cys)-NH,;
Ac-Nle-c(Pen-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Pen)-NH,;
Ac-Nle-c(Pen-His-D-Phe-Arg-Trp-Gaba-Pen)-NH,;
Ac-Leu-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Cha-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-1le-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Val-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-2-Nal-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Nle-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Phe-c(Cys-His-D-Phe-Arg-Trp-Gaba-Cys)-NH;
Ac-Nle-c(Cys-3-Pal-D-Phe-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-0H;
Ac-Nle-c(Cys-His-Phe-Arg-D-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Asp-D-Ala-His-D-Phe-Arg-Bal-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-2-Nal-Arg-Trp-Ala-Lys)-NH,;
Ac-Nle-c(Asp-His-D-2-Nal-Arg-Trp-b-Ala-Lys)-NH,;
Ac-Nle-c(Cys-His-D-2-Nal-Arg-Trp-Gaba-Cys)-NH,;
Ac-Nle-c(Cys-His-D-2-Nal-Arg-Trp-Ahx-Cys)-NH,;
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e hMC1-R
hMC1-R hMC3-R hMC4-R hMC5-R /MC4-R
Ac—Nle—c (Cys-D-Ala-His-D-2- | 114 63. 9 3. 07 1657 37.1
Nal-Arg-1-Nal-Cys) -NI,
Ac—-Nle—c{Cys-D-Ala-His-D- 11 26 7.6 1800 1.4
Phe-Arg-Trp-Cys} N,
D-Phe-c (Cys-His-D-(Et)Tyr— | 0.0b 9.3 1.1 2.9 0.0
Arg-Trp-p-Ala-D-Cys) -Thr-NH,
Nle—c (Cys-His-D-Phe-Arg- 0.07 4,1 0.85 8.8 0.1
Trp—Apn—Cys) -NH,
Ac—Nle-c{Cys-His-D-Phe-Arg- | 0.12 10 0,43 0. 42 0.3
Trp—Gaba—Pen) —NH,
Nle—c (Cys—His-D-Phe-Arg- 0.056 1.3 0. 47 0.2 0.1
Trp-Gaba-Cys) -NH,
Ac-Nle—c(Asp-His-D-Phe-Arg- | 0.0996 9318 0.617 10,9 0. 16
Trp—B-Ala-Lys) -NH,
Ac-Nle—c (Cys—His-D-Phe-Arg- | .0132 16.1 1.23 0. 359 0.11
Trp-Ahx—Cys) -NH,
D-Phe-c (Cys—His-D-Phe-Arg- 0. 207 43. 2 2.568 44 0.08
Trp~p-Ala-D-Cys)-Thr-NH,
D-Phe-c (Cys-His-D-Phe-Arg- | 0. 420 106 4. 75 1260 0. 09
Trp-Gaba—D-Cys) ~Thr-Nil,
Ac—Nle—¢ (Cys—His-D-Phe—-Arg~ | 0. 0951 9.33 0. 894 13. 4 0.11
Trp-Apn-Cys) ~NI,
Ac—Nle—c{AspHis—D-Phe-Arg- | 0.999 300 11.1 431 0.09
Trp-Apn—Lys} N,
Ac—Cha—c (Asp—His-D-Phe-Arg— | 0. 106 11.8 1. 49 110 0. 07
Trp-Gaba-Lys)-NI,
Ac-Nle—c (Asp-His~D-Phe-Arg— | 0, 0506 0. 89 1.04 16. 3 0,05
Trp-Gaba-lys) -NH,
Ac—Chg-c (Asp—His—D-Phe-Arg- | 0.884 223 22.5 609 0.04
Trp—Gaba-Lys)-NH,
Ac—hCha—c (Asp—His-D-Phe- 0.721 93.5 56.0 747 0.01
Arg-Trp—Gaba-Lys) ~NH,
Ac-D-Chg—c (Asp—His—D-Phe- 0, 227 14.5 2.99 164 0. 08
Arg-Trp—-Gaba—Lys) -NH,
Ac-hPhe—c (Asp-His—D-Phe- 0.277 25.2 3. 37 203 0.08
Arg-Trp-Gaba—Lys) -NH,
Ac—Nle—c (Cys—His-D-Phe-Arg- | 0. 323 14. 1 1.96 24.0 0.16
D-Trp$-Ala—Cys)-NH,
Ac—Nle-c (Pen-D-Ala-His D~ 34,1 118 17.0 5560 2.01
Phe-Arg-Trp—Cys)—NH,
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ooOoooao
Ki
Ki Ki Ki Ki
=57 hMC1-R
hMC1-R hMC3-R hMC4-R hMC5-R MC4-R

Ac—Nle—c(Cys-D-Ala-His~D- 29.1 22.8 3.84 2550 7.58
Phe-Arg-Trp—Pen) —NH,
D~Phe-c (Cys—His-D-Phe—hArg— | 0. 442 123 10. 3 521 0.04
Trp—B-Ala—D-Cys) ~Thr-NH,
D-Phe—c {Cys-His—~D-FPhe-Arg- 5. 80 3370 HR3 1130 0.01
Bip-B-Ala-D-Cys) -Thr-NH,
D-Phe—c{Cys—His-D-(Et)Tyr- | 0.0567 31.4 14. 7 9,27 0
hArg-Trp—p-Ala-D-Cys)-Thr—
NH,
D~Phe—c¢{Cys—His-D-Phe-hArg— | 1.68 1260 172 1220 0.01
Bip—B-Ala-D-Cys) -Thr-NH,
D-Phe—c (Cys—His-D-{Et) Tyr— 0.128 85.6 36.9 33.0 0
harg-Bip—p-Ala-D-Cys) -Thr—
NH,
Ac—Nle—c{Cys-D-Ala—His-D- 0. 352 149 3.01 339 0.12
Phe-Arg-Trp-Gly-Cys) -NH,
Ac—Nle—c(Cys—D-Ala-His-D- 3.93 876 48. 0 4940 0.08
Phe~Arg-Trp-D-Ala—Cys}—NH,
Ac—Nle—c (CysD-Ala-His-D- 0. 995 287 4. 80 766 0.21
Phe-Arg-Trp—B-Ala-Cys)-NH,
Ac—Nle—c(Cys-D-Ala-His-D- 0. 848 184 3.76 956 0.23
Phe-Arg-Trp—Gaba—Cys) -NH,
Ac—Nle-c (Cys-D-Ala-His-D- 1.10 228 7.58 859 0.15
Phe-Arg-Trp—Apn—Cys) -NH,
Ac—Nle—c {Asp—D-Ala-His-D- 0. 659 98.9 2. 55 4.19 0. 26
Phe—Arg-Trp-Lys)-NH,
Ac—-Nle-c (Asp-D-Ala-His-D— 4.12 445 50. 6 4300 0. 08
Phe-Arg-Bal-Lys) —-NH,
Ac—c (Cys—Glu-His-D-Phe-Arg— | 111 1710 47.7 694 2.33
Trp—Ala—Cys) -NH,
Ac—c (Cys—Glu-His—D-Phe-Arg— | 262 2500 96, 4 1460 2,72
9-Nal-Ala—Cys) —NH,
Ac—c (Cys-D-Ala-His-D-Phe- 199 5990 96. 7 > 10000 2. 06
Arg-Trp-Ala—Cys)—NH,
Ac—c{Cys—D-Ala—His-D-Phe- 132 4560 40, 7 8810 3.24
Arg-2-Nal-Ala-Cys)-NH,
Ac—Nle—c(Cys—D-Ala-His-D- 9,12 1130 22.1 2860 0. 41
Phe-Arg-Trp-Ala—Cys) -NH,
Ac—Nle—c(Cys—-D-Ala-His-D- 1.00 227 5. 55 496 0.18
Phe-Arg-Trp-B-Ala-Cys) ~NH,
Ac—Nle—c (Cys—D-Ala-His-D- 0. 536 169 3.12 358 0.17
Phe—-Arg-Trp-Gaba—-Cys) -NH,
Ac-Nle—c (Cys-D-Ala-His-D- 32.1 330 17.4 165 1.84
Phe—-Arg-Trp—Pen)-0H
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ooOoooao
Ki
Ki Ki Ki Ki
e hMC1-R
hMC1-R hMC3-R hMC4-R hMC5-R MCA-R
Ac~Nle—c (Cys—D-Abu-His-D- 10.6 41.1 7.69 54.9 1.38
Phe-Arg-Trp-Cys) -NH,
Ac—Nle—-c{Cys—D-Val-His-D- 13.0 104 10. 1 40 1.29
Phe-Arg-Trp-Cys)-NH,
Ac—Nle—c{(Cys-D-Ile-His-D- 4, 28 38.5 9.0 12.5 0. 48
Phe~-Arg-Trp—Cys)—NH,
Ac—Nle—c (Cys-D-Leu-His—D- 1. 60 6. 82 4,13 5,57 0. 39
Phe-Arg-Trp-Cys) -NH,
Ac—Nle—c (Cys—D-Tle-HisD- 12.0 85.8 11.2 40 1. 07
Phe-Arg-Trp—Cys) —NH,
Ac-Nle-c (Cys—D-Cha-HisD- 0. 353 2. 08 1. 41 0. 857 0.25
Phe-Arg-Trp-Cys) -NH,
Ac—Nle—c (Pen-His—D-Phe-Arg— | 0. 537 86.1 5. B9 2. 56 0. 09
Trp—Gaba—Cys)—NH2
Ac—Nle—c {Pen-His—D-Phe-Arg- | 0. 744 178 3.51 2.69 0.21
Trp-Gaba—Pen) -NH,
Ac—Leu—c {Cys—His-D-Phe-Arg- | 0.216 17. 4 0. 995 0. 486 0. 22
Trp-Gaba—Cys) -NH,
Ac—Cha—c¢ (Cys—His—D-Phe-Arg~ | 0. 107 9.11 0. 884 0. 354 0.12
Trp-Gaba—Cys)—NH,
Ac-Ile—c(Cys-His-D-Phe-Arg- | 0. 148 13.9 1. 06 0. 423 0. 14
Trp-Gaba—Cys) -NH,
Ac—Phe-c (Cys—His-D-Phe-Arg- | 0. 254 18.5 2.13 0.714 0,12
Trp-Gaba—Cys) —NH,
Ac—Val-c(Cys-His—D-Phe-Arg- | 0. 256 29,9 1. 98 0. 864 0.13
Trp—Gaba—Cys)-NH,
Ac—2-Nal—c (Cys—His—D-Phe- 0. 560 39.2 2.94 2.73 0.19
Arg-Trp-Gaba—Cys)-NH,
Phe—c (Cys-His-D-Phe-Arg- 0. 186 15.2 4.93 0. 037 0.04
Trp-Gaba—Cys) —NH,
Ac—Nle—c (Cys—3-Pal-D-Phe- 21. 1 151 10. 4 92.6 2.03
Arg-Trp—Gaba—Cys)-NH,
AcNle—c(Cys-D-Ala-HisD- 30.7 152 15. 6 114 1. 97
Phe—-Arg-Trp—Cys) -OH
Ac—Nle-c (Cys-HisPhe-ArgD- } 5.20 150 138 20.3 0.04
Trp—Gaba—Cys) -NH,
Ac—Nle-c (Asp-D-Ala-His-D- 4. 89 290 21.3 11.1 0. 23
Phe-Arg-Bal-Ala—Lys) -NH,
Ac—Nle—c(Cys-D-Ala-His-D-2- | 25.5 3.82 7.61 102 3.35
Nal-Arg-Trp—Cys)}-NH,
Ac—Nle-c{Cys-D-Ala-His-D-2- | 32.5 5,85 2.53 94.6 12.85
Nal-Arg-2-Nal-Cys) -NH,
Ac-Nle—¢{(Cys-D-Ala-HisD-2- | 22.2 12. 7 16. 6 125 1.34
Nal-Arg-Bal-Cys)-NH,
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oooooao

Ki Ki Ki Ki K1
V&t hMC1-R
f hMC1-R hMC3-R hMC4-R hMC5-R /MC4-R
Ac-Nle-c (Asp-His-D-2-Nal- | 1.17 1.56 0. 277 3.24 4.22
Arg-Trp-Ala-Lys)-NH,
Ac—Nle—c (Asp-His-D-2-Nal- 0. 648 2.78 0. 329 1.4 1.97
Arg-Trp—B-Ala-Lys)-NH,
Ac-Nle-c (Cys-His—D-2-Nal- 0. 393 1.86 0.375 1.11 1.05
Arg-Trp—Gaba—Cys)—NH,
AcNle-c(Cys-His-D-2-Nal- 0. 333 2.91 0. 998 0. 366 0.33
Arg-Trp-~Ahx—Cys) -NH,
Ac~hPhe-c (Asp-His-D-2-Nal- 0. 461 2.45 0.931 1.37 0.50
Arg~Trp—Gaba-Lys} -NH,
Ac—Cha~c (AspHis-D-2-Nal- 0. 576 3.98 2.82 3.91 0. 20
Arg-Trp-Gaba-Lys}-NH,
oooooao
Ooo0ooOoao
oooooao
ogooao

Ki Ki Ki Ki Ki
e hMC1-R

hMC1-R hMC3-R hMC4-R hMC5-R MC4-R
Ac—-Arg—c (Cys—-D-Ala-His-D-2- | 17.9 1.68 0. 256 23.4 69.9
Nal-Arg-Trp-Cys)-NH,
gooooad
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Oo0oooooooonoooooooooonooooooooooooooooo0OnOanan
gooooooooooooooobooooooooooboooooooooooooooan
goooooooooooooooooooooooboooooooooooooooOon
O00gg
goooogao
goooooooooooooooooooooooooooooobooooooooon
O00o0oo0oooooooogno
Oo0ooooooooooooobooooooooooooooooooO0dnad
Ooooao
OoO0o0ogoogaod
OoO0ogod
A ECe,
{I: = % ECSD EC50 EC50 ECSU hMC 1 7R
hMC1-R hMC3-R hMC4-R hMC5—R JMCA-R
Ac—Arg—c (Cys-D-Ala-His-D-
5.79 b, 2b 0. 313 1630 18.0
Phe-Arg—Trp—Cys) -NH,
Ac-D-Arg—c (CysD-Ala-His-D-
1T 5.6 0. 397 1020 16.0
Phe-Arg-Trp—Cys) -NH, 6.1
Ac-D-Arg—c(Cys—D-Ala-His-D-
26.5 10. 5 0. 493 2440 54.0
Phe-Arg-Trp—Pen) -NH,
Ac-D-Arg—c (Cys—HisD-Phe—
8. 43 32.4 0. 959 2140 9.0
Arg-Trp-Gaba-Pen) —NIi,
Ac-Arg-c (Cys-His-D-Phe-Arg-
4. 23 8.09 0. 719 23.2 6.0
Trp—Gaba—Pen) -NH,
Ac-Arg-c (Cys-D-Ala-His-D-
48. 3 13.3 0.79 10000 61.0
Phe-Arg-Trp—Pen) —~NH,
Ac—D-Arg—c (Asp—His—D-Phe-
.48 h.76 0. 078 297 19.0
Arg-Trp-Ala-Lys) -NH, 1.4
Ac—Arg—c (Asp-His—D-Phe-Arg-
.39 2.89 0. 0565 467 25.0
Trp-Ala-Lys) ~NH, 1.3
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(51) JP 4734411 B2 2011.7.27

Oo0ogao
k&% ECsy ECso ECs, ECy ECs,
hMC1-R hMC3-R hMC4—R hMCH-R hMC1-R
/MC4-R
Ac—Nle—c (Cys—D-Ala-His-D-
. 0. 0. 078 420 31
Phe-Arg-Trp—Cys) -NH, 2.4 33
D-Phe—c (Cys—His-D—-(Et) Tyr—
. . . 0.37 3
Arg-Trp—-Ala—D-Cys) -Thr-NH, 0. 35 L1 0.11
Nle~e (CysHis D-Phe-Arg- 0.31 0.27 0.018 3.1 17
Trp—-Apn—Cys) -NH, 10
Ac-Nle—c (Cys-His—D-Phe-Arg—
0.28 0.24 0. 028 3.9 10
Trp—Gaba—Pen)-NH,
Nle—¢ (Cys—His—D-Phe-Arg-
Tep-Gabar Cys) -, 0.37 0.1 0. 021 1.7 18
Ac—Nle—c (Asp—His—D—Phe-Arg—
.83 0. 145 0,128 2.79 6. 52
Trp—p-Ala-Lys)-NH, 0. 834
Ac—Nle—¢ (Cys-His-D-Phe-Arg-
Trp-Apn-Cys) ~NH, 0.76 0. 199 0. 0492 1.73 15, 45
Ac-Cha-c (Asp-His-D-Phe-Arg—
Tep-GubaLyo) M, 3. 26 0. 189 0.0949 | 30.2 34. 35
Ac—Nle—c (Asp—His—D-Phe-Arg-
. . . . . 20
Tep-Gaba-Lys) NI, 1.37 0. 628 0. 131 3. 48 10, 46
Ac—hCha—c (Asp—His-D-Phe-
.27 3. 32 7.24 415 0. 31
Arg-Trp—Gaba-Lys) -NH, 22
Ac—Nle—c (Pen-D-Ala-His-D~
ND 1.89 0. 531 ND ND
Phe-Arg-Trp—Cys)-NH,
Ac—Nle—c (Cys-D-Ala-His-D-
Phe-Arg-Trp-Pen) -NA, 14. 3 2.03 0. 183 2240 78. 14
D-Phe—c (Cys—His-D-(Et) Tyr-
hArg—Trp-B—Ala—D—CYS) ~Thr- 0. 345 2.71 5376 2. 38 0. 06
NH,
D-Phe—c {Cys—His—D-(Et) Tyr- 30
hArg-Bip—p-Ala-D-Cys)-Thr— | 0. 685 81.8 86.9 31.8 0.01
NH,
Ac-Nle-c(Asp-D-Ala-His-D-
. 3. 1.65 >10000 0. 56
Phe-Arg-Bal-Lys) -NH, 0.931 22
Ac—Nle—c (Cys-D-Leu-His-D-
3. 24 0. 465 0. 0915 78.5 35. 41
Phe-Arg-Trp—Cys) N,
Ac—Nle—c (Cys-D-Cha-His-D-
. 0. 0. 453 45,3 1. 81
Phe-Arg—Trp-Cys) -NH, 0819 51
ND = EEHET
OoooooOoao
oooon 40
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OooOoooao

L& EC50 Kb hMC3-R | Kb MC4-R EC50 hMC5-R
hMC1-R

Ac-Nle—c(Cys-D-Ala-His-D-2-
Nal-Arg-Tro-Cys) N, 17. 6 12. 4 38.8 11.8
Ac—Nle-c (Asp-His-D-2-Nal-
Are-Tro A Lo Lys) N 0.619 2.98 0. 109 0. 189
Ac-Nle-c {Asp—-His-D-2-Nal-
Arg—Tro-p-Ala-Lys) N, 0.913 0.536 0. 346 0. 489
Ac—Nle-c {Cys-His-D-2-Nal-
Arg-Tep-Gaba-Cys) -NL, 0. 231 18. 4 0. 782 0. 153
Ac—Nle—c(Cys-His-D-2-Nal-
Arg Tro Al Cys) i, 0. 581 10.8 0. 967 0. 126
Ac-hPhe—c (Asp-His-D-2-Nal-
Arg-Tro—GabacLys) N, 0.413 9.32 0.824 0. 307
Ac—Cha—c (Asp-His-D-2-Nal-
Arg-Trp-Gaba-Lys) -NH2 1. 27 3.02 0. 442 0. 736
Ac-Nle-c(Cys-D-Ala-His-D-2- | 383 61. b 53.6 2842
Nal-Arg—1-Nal-Cys)-NH,

ooooao
gon
ooboooad

oooao

O Oooo

EC50
A _ | .
et verg | Kb BMC3R | Kb MCA-R | ECS0 hMC5-R
Ac-Arg—c(Cys-D-Ala-His-D-2- | 193 5.72 1.58 1111

Nal-Arg-Trp—Cys) -NH,

OoOooonoad
000000 ianvivo O0O
go0ooo0ooooooooooooooooooobooooDoooooooooooOog
poooooooooooooobooboobooboobDoDobDoDoooDooooOog
Ofddoooooooooooooooooobooobooob0ooboboboooooon
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oo
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WA Fa-—-F =

&% A Ac-Nle—c {Cys-D-Ala-His-D-Phe-Arg-Trp—Cys)-NH,

{t&% B Ac-Nle—c (Cys—D-Ala-His—D-Phe-Arg-Trp—Pen)-NH,

&% C Ac—Nle—c {(Cys-His-D-Phe-Arg-Trp—Gaba—Pen)-NH,

{a#8 D D-Phe-c (Cys—His-D-(Et) Tyr-Arg-Trp—p-Ala-D-Cys) -Thr-NH,

a8 E Ac—Arg-c{(Cys—D-Ala-His—D-Phe-Arg-Trp—Cys) -NH,

{k&# F Ac-D-Arg—c (Cys-D-Ala-His-D-Phe-Arg-Trp-Cys) -NH,

{Le® G Ac-D-Arg-c (Cys-D-Ala-His—D-Phe-Arg-Trp-Pen) -NH,
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