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Abstract

2-Substituted quinolines and related derivatives can be rapidly prepared from (hetero)aryl halides and propargyl alcohols in the sense of a one-pot microwave-assisted coupling-isomerization reaction (MACIR). First biological tests against trypanosomes and protozoans have revealed antiparasitic activity in the lower micromolar range.
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Typical Procedure (3g, Table 1, Entry 7)
            

A magnetically stirred solution of 1d (234 mg, 1.00 mmol), 2a (139 mg, 1.05 mmol), (PPh3)2PdCl2 
            (20 mg, 0.02 mmol), and CuI (2 mg, 0.01 mmol) in degassed DBU (2 mmol) and THF (1.5 mL) was stirred under nitrogen in a heavy-walled SmithCreator process vial in the microwave cavity at 150 °C for 30 min. After cooling to r.t. EtOAc (40 mL) and H2O (40 mL) were added and the aqueous layer was extracted with EtOAc. The combined organic phases were dried with MgSO4 and the solvents were removed in vacuo. The residue was chromatographed on silica gel (hexane-EtOAc, 5:1) and recrystallized from EtOH or pentane-CHCl3 (1:1) to give 174 mg (79%) of 3g as light yellow crystals, mp 142 °C. 1H NMR (300 MHz, CDCl3): δ = 2.54 (s, 3 H), 7.44-7.54 (m, 3 H), 7.91 (d, J = 1.5 Hz, 1 H), 7.94 (d, J = 8.3 Hz, 1 H), 8.13 (d, J = 8.3 Hz, 1 H), 8.28 (dd, J = 8.3, 1.5 Hz, 2 H), 8.96 (d, J = 2.1 Hz, 1 H). 13C NMR (100 MHz, CDCl3): δ = 18.6 (CH3), 119.6 (CH), 121.3 (Cq), 127.8 (CH), 128.8 (CH), 129.9 (CH), 131.5 (Cq), 135.2 (CH), 137.1 (CH), 138.7 (Cq), 154.8 (Cq), 155.8 (CH), 159.3 (Cq). MS: (EI, 70 eV): m/z (%) = 220.1 (100) [M+], 205.1 (10) [M+ - CH3], 77 (12) [C6H5
            +]. IR (KBr): ν = 3027, 1604, 1581, 1546, 1503, 1481, 1458, 1434, 1321, 1278, 1140, 1025, 898, 814, 766, 739, 703, 678, 568 cm-1. Anal. Calcd for C15H12N2 (220.3): C, 81.79; H, 5.49; N, 12.72. Found: C, 81.71; H, 5.38; N, 12.79.
[bookmark: RG35807ST-17]17  All compounds have been fully characterized by 1H, 13C and DEPT, COSY, NOESY, HETCOR and HMBC NMR experiments, IR, mass spectrometry, HRMS, and/or combustion analyses.
[bookmark: RG35807ST-18]18  CCDC-669319 (3c) contains the supplementary crystallographic data for this paper. These data can be obtained free of charge via http://www.ccdc.cam.ac.uk/conts/retrieving.html [or from the Cambridge Crystallographic Data Center, 12 Union Road, Cambridge CB2 1EZ, UK; fax: +44 (1223)336033; or deposit@ccdc.cam.ac.uk].
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