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— Context of the study

** Neurotensin (NT), a tridecapeptide with analgesic properties, acts through binding to the NTS2 receptor.?3

¢ NT’s poor NTS2/NTS1 receptor selectivity causes undesirable side effects.

NT:

¢ Constrained amino acids, such as a,a-dialkylamino acids, promote specific peptide conformations, aiding pharmacokinetic modulation.*>
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¢ Previous work showed that replacing Pro in the NT8-13 sequence with a fluorinated aminocyclopropane carboxylic acid (FACC) improves NTS2/NTS1 selectivity.
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[ Objectif: Investigate how FACCs influence peptide conformation to gain new insights into their structure-activity relationship for medicinal applications. ]
~— 1) Synthesis of model peptides N
Fmoc-SPPS
N 1) Ac,O/DCM 2/8 v/
ORS¢ ,ﬁﬁ%u Q _zamm Yy f Y g f
H-oN - >
oo RN AH N = N 2) TFAH,0 95/5 viv N N " "NH,
Rink Amide o o °: o b RT H 5 H =
solid support X ’ X
X =H, F, CF4
4o H 9 H T H ﬁ H ﬁ w0 H 0§ H ﬁ
/,N: \ii N N, ,U N ’/NA\ - N, f N, ju N
X “F “F “F F ‘CF3 CF3
Isolated yield (%) 28 15 42 3 4 5 6
\ J
——2) Structural analysis N ~— 3) Affinity of NT8-13 analogues ~
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Superimposition of the lowest energy structures of model peptides. e
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¢ Cyclopropane substituents seem not to influence peptide -
conformations.
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*** Peptide conformations seem only guided by the cyclopropane /NA\“ S 17 >10000 | 226+ 141
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— Conclusion & Perspectives N K
F
¢ Incorporation of the aminocyclopropane carboxylic acid motif into peptide sequences e
induces a C10 turn conformation, regardless of cyclopropane substitution. N, A
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** However, substitution at only 2 out of the 4 positions on the cyclopropane with "/CF,
hydrophobic substituents confers high NTS2/NTS1 selectivity. O
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“* New FACCs will be tested soon to further decipher the SAR of these residues. ® No selectivity g Z - 22 >10000 | 117 +52
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