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Abstract


Protected amino/peptide thioacids have been synthesized in pure form in excellent yields and with retention of chirality by using protected aminoacyl- and peptidoylbenzotriazoles as active intermediates.
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(S)-2-{[(Benzyloxy)carbonyl]amino}-3-(1H-indol-3-yl)propanethioic S-Acid (Cbz-l-Trp-SH, 2e; Table 2, Entry 6): white microcrystals (yield: 86%); mp 114–115 °C; [α]20
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(S)-2-[2-{[(Benzyloxy)carbonyl]amino}-3-methylbutan-amido]ethanethioic S-Acid (Cbz-l-Val-Gly-SH, 4b; Table 3, Entry 2): white microcrystals (yield: 73%); mp 159–161 °C; [α]20
          D –25.2 (c = 0.5 in MeOH). 1H NMR (300 MHz, CDCl3): δ = 7.27–7.45 (m, 5 H), 6.80–6.90 (m, 1 H), 5.35–5.50 (m, 1 H), 5.05–5.16 (m, 2 H), 4.11–4.24 (m, 2 H), 4.04–4.10 (m, 1 H), 2.11–2.25 (m, 1 H), 0.99 (d, J = 6.8 Hz, 3 H), 0.95 (d, J = 6.8 Hz, 3 H). 13C NMR (75 MHz, CDCl3): δ = 195.1, 172.0, 156.8, 136.2, 128.7, 128.4, 128.2, 67.4, 60.5, 50.4, 30.8, 19.5, 17.9. HRMS (ESI–): m/z [M – H]– calcd for C15H19N2O4S: 323.1086; found: 323.1071.
(S)-2-[(S)-2-{[(Benzyloxy)carbonyl]amino}propan-amido]-3-phenylpropanethioic S-Acid (Cbz-l-Ala-l-Phe-SH, 4c; Table 3, Entry 3): white microcrystals (yield: 79%); mp 107–109 °C; [α]20
          D –17.9 (c = 0.14 in MeOH). 1H NMR (300 MHz, CDCl3): δ = 7.20–7.41 (m, 10 H), 7.10–7.19 (m, 2 H), 6.42–6.61 (m, 1 H), 5.04–5.18 (m, 2 H), 4.81–4.93 (m, 1 H), 4.10–4.27 (m, 1 H), 3.12–3.24 (m, 1 H), 2.97–3.17 (m, 1 H), 1.31 (d, J = 7.1 Hz, 3 H). HRMS (ESI–): m/z [M – H]– calcd for C20H21N2O4S: 385.1228; found: 385.1247.
(5S,8S)-8-Benzyl-5-methyl-3,6,9-trioxo-1-phenyl-2-oxa-4,7,10-triazadodecane-12-thioic S-Acid (Cbz-l-Ala-l-Phe-Gly-SH, 4d; Table 3. Entry 4): white microcrystals (yield: 69%); mp 162–163 °C; [α]20
          D –31.4 (c = 0.5 in MeOH). 1H NMR (300 MHz, CD3OD): δ = 7.13–7.42 (m, 10 H), 5.00–5.14 (m, 5 H), 4.61–4.70 (m, 1 H), 4.00–4.13 (m, 3 H), 3.17–3.29 (m, 1 H), 2.91–3.03 (m, 1 H), 1.21 (d, J = 7.2 Hz, 3 H). 13C NMR (75 MHz, CD3OD): δ = 175.5, 173.7, 138.4, 138.0, 130.3, 129.5, 129.4, 129.0, 128.9, 127.7, 67.9, 55.8, 52.3, 51.4, 49.0, 38.3, 17.9. HRMS (ESI–): m/z [M – H]– calcd for C22H24N3O5S: 442.1442; found: 442.1455. 
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