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Abstract

β-Amino-α-fluoro esters have been prepared stereoselectively from t-butyl cinnamate and ethyl crotonate via tandem conjugate addition of lithium (S)-(-)-N-benzyl-N-α-methylbenzylamide, followed by fluorination with N-fluorobenzenesulfonimide. The absolute stereochemistry of the major diastereomers formed in each reaction was confirmed by X-ray crystallography. Complete deprotection to give (2S,3S)-α-fluoro-β-phenylalanine followed by Fmoc protection was achieved.
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            27 +11.95 (c 1.9, CHCl3). Compound 6: mp 180-182 °C. IR (KBr): 3100-2500 (br. s), 1627 (s),1591 (s), 1408 (s), 699 (s). HRMS (ESI): m/z [MNa+, C9H10FNNaO2] calcd 206.0594; found: 206.0593. Microanalysis: calcd for C9H10FNO2: C, 59.01%; H, 5.50%; N, 7.65%. Found: C, 59.05%; H, 5.53%; N, 7.57%. 1H NMR (300 MHz, CD3OD): δ = 4.69 (d, J = 23 Hz, 1 H), 5.06 (d, J = 51 Hz, 1 H), 7.32-7.49 (m, 5 H). 13C NMR (75 MHz, CD3OD): δ = 57.7 (d, J = 21 Hz), 91.5 (d, J = 190 Hz), 129.6, 129.8, 130.1, 135.3, 172.6. 19F NMR (282.4 MHz, CD3OD): δ = -192.8 (dd, J = 25 and 51 Hz). [α]D
            22 -40 (c 0.4, CH3OH). Compound 7: mp 204-208 °C. IR (KBr): 3424 (br. s), 1694 (s), 1617 (s), 1522 (s), 1239 (m), 736 (m s) cm-1. HRMS (ESI): m/z [MNa+, C24H20FNNaO4] calcd 428.1274; found: 428.1276. 1H NMR (300 MHz, d
            6-DMSO): δ = 4.16-4.28 (m, 3 H), 4.67 (br. d, J = 52 Hz, 1 H), 5.07 (ddd, J = 23, 8 and 4 Hz, 1 H), 7.21-7.41 (m, 9 H), 7.66-7.87 (m, 4 H), 8.30 (d, J = 7 Hz, 1 H). 13C NMR (75 MHz, d
            6-DMSO): δ = 46.3, 56.5 (d, J = 22 Hz), 65.6, 92.7 (d, J = 190 Hz), 119.9, 125.2, 126.7, 127.0, 127.5, 127.6, 127.7, 128.9, 140.6, 143.7, 155.5, 169.1 (d, J = 19 Hz). 19F NMR (282.4 MHz, d
            6-DMSO): δ = -186.4 (br. s). [α]D
            21 +2.5 (c 0.16, CH3OH).
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