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Oligopeptides arising from synthetic sugar amino acids exhibit interesting self-assembling structures in solution, and
were intensively studied as peptidomimetics. After the discovery of click synthesis of 1,2,3-triazoles,? the latter were
studied as amide bond isosteres as they exhibit similar spatial arrangement and geometry.?

Using readily available p-glucose as starting material we have synthesized oligosaccharides with different linkers. By
combination of two easily modifiable building blocks 1 and 2 (figure 1) we can synthesize oligomers with different
ratio of amide and triazole linkers. Using amides as linkers adds more flexibility while 1,2,3-triazoles act as more rigid
isosteres.

oligomers with triazole linkers between sugar residues and mixed “amide-triazole oligomers” such as 3 (figure 1)
were synthesized in our laboratory and studied extensively by NMR and CD. Using ROESY spectra of compounds in
chloroform distances between adjacent protons were calculated and used as the constraints for the molecular
dynamics studies. They showed that the rotation of triazole-linked fragments is restricted and thus no regular
secondary structure is formed. Conformation of 3 after the MD calculations is shown in figure 2.
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Figure 1. Hybrid building blocks 1 and 2 and mixed octamer 3. Figure 2. Conformation of 3 after MD calculations.

Comparison of CD spectra of 3 in MeCN and TFE suggests that although there is no regular secondary structure
evident, a significant change in conformational preference between these solvents exists.
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