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~ ABSTRACT

The [1-8-NaC]-zanriorb Al (1) was reported as natural orbitide constituent of traditional medicinal plant Zanthoxylum riedelianum. In the current study, new cyclic analogues of zanriorb Al were designed and synthesized by replacing glycine and proline residues of this peptide. These peptides

were synthesized through solid-phase peptide synthetic strategy and cyclized via two ways, solution-phase macrocyclization and on-resin solid-phase macrocyclization. These peptide analogues were fully characterized by using mass, 1D, and 2D-NMR techniques. The natural orbitide was reported

cytotoxic to Jurket leukemia T-cells (IC;,= 218.0 nM), while our synthetic analogs were inactive against Jurkat cell line but many of them inhibited the production of nitric oxide in LPS stimulated macrophages. The most active synthetic analogue showed an IC;;,= 22 uM and it was more potent

as compared to the standard L-NMMA (1C;, = 98 uM) indicating its strong anti-inflammatory potential. QA e @Y S
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