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Abstract

A novel synthesis of highly functionalized 5H-[1,3]thiazolo[3,2-a]pyrimidines is described via a one-pot, three-component addition reaction between isocyanides, dialkyl acetylene-dicarboxylates and ethyl 2-oxo-2-(1,3-thiazol-2-ylamino)acetates in good yields.
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            tert
            -Butyl(2-ethoxy-2-acetyl)amino]-3-methyl-5
            H
            -[1,3]thiazolo[3,2-
            a
            ]pyr-imidine-5,6-dicarboxylate (4j): yield: 0.42 g (90%); yellow crystals. IR (KBr): 1738, 1685, 1663 (C=O), 1556, 1403, 1360, 1329, 1221, 1200, 1097, 1022 cm-1. 1H NMR (500.1 MHZ, CDCl3): δ = 1.21, 1.24, 1.32 (3 × t, J = 7.1 Hz, 9 H, 3 × OCH2CH
            3), 1.49 [s, 9 H, t-Bu], 2.18 (d, 4
            J = 1.1 Hz, 3 H, Me), 4.02-4.33 (m, 6 H, 3 × OCH
            2CH3), 5.94 (s, 1 H, NCH), 6.16 (br q, 4
            J = 1.1 Hz, 1 H, CH). 13C NMR (125.8 MHz, CDCl3): δ = 13.73, 13.84, 13.95, 14.29 (Me, 3 × OCH2
            CH3), 28.21 [C(CH3)3], 55.45 (NCH), 60.56 [C(CH3)3], 61.13, 61.30, 62.25 (3 × OCH2CH3), 95.14 (N2C=C), 101.95 (CH), 135.20 (C), 150.17, 161.30, 162.10, 164.90, 167.24, 168.03 (2 × C, 4 × C=O). MS: m/z (%) = 467 (3) [M+], 394 (29), 338 (100), 264 (29), 236 (31), 192 (11), 167 (12), 149 (28), 57 (10). Anal. Calcd for C21H29N3O7S (467.54): C, 53.95; H, 6.25; N, 8.99. Found: C, 53.9; H, 6.4; N, 8.9.
[bookmark: RD11807ST-12]12  
            
Selected X-ray Crystallographic Data for Compound 4a: C20H25N3O7S, monoclinic, space group = P21/n, a = 8.7880(9) Å, b = 20.488(2) Å, c = 12.2861(12) Å, β = 99.901(1)°, V = 2179.1(4) Å3, T = 295(2) K, Z = 4, D
            calcd = 1.376 g cm-3, µ(Mo-Kα) = 0.195 mm-1, 16164 reflections measured, 4061 unique reflections (R
            int = 0.032), 3284 observed reflections, final R
            1 = 0.050, ωR
            2 = 0.128 and for all data R
            1 = 0.062. CCDC 640870 contains the supplementary crystallographic data for this paper. These data can be obtained free of charge from The Cambridge Crystallographic Data Centre via www.ccdc.cam.ac.uk/data_request/cif.
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