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A Novel Bicyclic Sequence optimization
Myr-LTFICFRLRKGRMCMDVCGKK (Cys bridge with 1,3,5-(TribroMoMethyl)benzene)
Myr-LTFIACFRLRCKGRCMMDVKK (Cys bridge with 1,3,5-(TribroMoMethyl)benzene)
Myr-ACLTFIFRLRCKGRMMDVCKK (Cys bridge with 1,3,5-(TribroMoMethyl)benzene)

l

Optimized Bicyclic Sequence DL-1: Myr-LTFIFCRLRKGRCMMDVKKCG (Cys bridge with 1,3,5-(TribroMoMethyl)benzene)
Optimized Bicyclic Sequence DL-2: Myr-ACLTFIFCRLRKGRCMMDVKK (Cys bridge with 1,3,5-(TribroMoMethyl)benzene)
Optimized Bicyclic Sequence DL-3: Myr-ACLTFIFRLRCKGRMCMDVKK (Cys bridge with 1,3,5-(TribroMoMethyl)benzene)
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Wang Resin

SPPS by Fmoc strateg

Myr-Ala-Cys(Trt)-Leu-Thr(tBu)-Phe-lle-Phe-Cys(Trt)-Arg(pbf)-Leu-Arg(pbf)-Lys(Boc)-Gly-Arg(pbf)-Cys(Trt)-
Met-Met-Asp(OtBu)-Val-Lys(Boc)-Lys(Boc)-Wang Resin

Cleavage

\J

Myr-Ala-Cys-Leu-Thr-Phe-lle-Phe-Cys-Arg-Leu-ArgrLys-Gly-Arg-Cys-Met-Met-Asp-Val-Lys-Lys

Purification: C18 cquTn, 0.1% TFA|in H20/0.1% TFA in CAN, linear gradient

\

Myr-Ala-Cys-Leu-Thr-Phe-lle-Phe-Cys-Arg-Leu-Arg-Lys-Gly-Arg-Cys-Met-Met-Asp-Val-Lys-Lys purity> 90%

lyophilization

Myr-Ala-Cys-Leu-Thr-Phe-lle-Phe-Cys-Arg-Leu-Arg-Lys-Gly-Arg-Cys-Met-Met-Asp-Val-Lys-Lys purity> 90% powder

Cyclization: peptide dissolved in 40SACN/H20, adjust pH to 8.5 with DIEA, add 0.95eq1,3,5-
(TribroMoMethyl)benzene

Myr-Ala-Cys-Leu-Thr-Phe-lle-Phe-Cys-Arg-Leu-Arg-Lys-Gly-Arg-Cys-Met-Met-Asp-Val-Lys-Lys(Cys bridge with 1,3,5-(TribroMoMethyl)benzene)
Purification :C18 solumn, 0.1%TFA in H20/0.1TFA in ACN,linear gradient

Myr-Ala-Cys-Leu-Thr-Phe-lle-Phe-Cys-Arg-Leu-Arg-Lys-Gly-Arg-Cys-Met-Met-Asp-Val-Lys-Lys(Cys bridge with 1,3,5-(TribroMoMethyl)benzene)
purity > 95%
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