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Abstract


Cyclic disulfides, such as asparagusic acid, enhance the uptake of a variety of cargoes into live cells. Here, we report a robust and scalable synthesis of an asparagusic acid modified lysine. This amino acid can be used in solid-phase peptide synthesis. We confirmed that incorporation of this building block into the sequence of a peptide increases its cellular uptake substantially.
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          6): δ = 1.24–1.46 (m, 4 H, H-5 and H-6), 1.54–1.76 (m, 2 H, H-7), 2.98–3.22 (m, 5 H, H-4, H-2, two of H-1), 3.37 (m, 2 H, two of H-1), 3.86–3.95 (m, 1 H, H-8), 4.19–4.26 (m, 1 H, H-11), 4.25–4.30 (m, 2 H, H-10), 7.33 (td, J = 7.4, 1.1 Hz, 2 H, H-13), 7.42 (td, J = 7.5, 1.6 Hz, 2 H, H-14), 7.59 (d, J = 8.0 Hz, 1 H, H-9), 7.73 (d, J = 7.5 Hz, 2 H, H-12), 7.89 (d, J = 7.5 Hz, 2 H, H-15), 8.11 (t, J = 5.6 Hz, 1 H, H-3) ppm. 13C NMR (101 MHz, DMSO-d
          6): δ = 23.5, 28.9, 30.8, 39.0, 42.5, 42.6, 47.1, 52.0, 54.1, 66.0, 120.5, 120.6, 125.7, 125.8, 127.5 (2 C), 128.1 (2 C), 141.1, 141.2, 144.2, 144.3, 156.6, 170.6, 174.4 ppm. ESI-HRMS: m/z calcd for [C25H28N2O5S2Na]+: 523.1332; found: 523.1340. 
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