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[bookmark: OR000-18]18 
          Copper-Catalyzed Oxydifluoroalkylation of β,γ-Unsaturated Oximes: Typical Procedure
To a 25 mL of Schlenk tube was added CuI (19.0 mg, 0.1 mmol), Na2S2O5 (38.0 mg, 0.2 mmol), NaHCO3 (126.0 mg, 1.5 mmol), and 1-phenylbut-3-en-1-one oxime (161.2 mg, 1.0 mmol) under Ar atmosphere. DMSO (2.0 mL), PMDETA (42 μL, 0.2 mmol), and ethyl bromodifluoroacetate (192 μL, 1.5 mmol) were added subsequently. The reaction mixture was stirred at 110 °C (oil bath) for 12 h. After completion by TLC detection, the reaction mixture was cooled to room temperature and quenched with water and ethyl acetate. The combined organic extracts were washed with brine, dried over anhydrous Na2SO4, and concentrated in vacuo. The crude product was purified with silica gel chromatography (petroleum ether/ethyl acetate = 10:1) to give 3aa (198 mg, 70% yield) as a light-yellow solid.
Ethyl 2,2-Difluoro-3-(3-phenyl-4,5-dihydroisoxazol-5-yl)propanoate (3aa)
Mp 87.4–91.7 °C. 1H NMR (400 MHz, CDCl3): δ = 7.68–7.62 (m, 2 H), 7.43–7.35 (m, 3 H), 5.02–4.91 (m, 1 H), 4.36 (q, J = 7.2 Hz, 2 H), 3.52 (dd, J = 16.7, 10.3 Hz, 1 H), 3.12 (dd, J = 16.7, 7.7 Hz, 1 H), 2.46–2.31 (m, 1 H), 2.77–2.60 (m, 1 H), 1.37 (t, J = 7.2 Hz, 3 H). 13C NMR (101 MHz, CDCl3): δ = 163.6 (t, 2
          J
          C–F = 32.0 Hz), 156.7, 130.4, 129.2, 128.9, 126.8, 114.7 (t, 1
          J
          C–F = 252.48 Hz), 75.0 (dd, 3
          J
          C–F = 6.2, 3.2 Hz), 63.3, 40.7, 40.0 (t, 2
          J
          C–F = 22.9 Hz), 14.0. 19F NMR (376 MHz, CDCl3): δ = –102.58 (ddd, J = 264.1, 16.0, 11.5 Hz, 1 F), –106.96 (ddd, J = 264.0, 19.2, 17.6 Hz, 1 F). HRMS (ESI): m/z [M + H]+ calcd for C14H16NO3F2
          +: 284.1093; found: 284.1102.

            N-Butyl-2,2-difluoro-3-(5-phenyl-3,4-dihydro-2H-pyrrol-3-yl)propanamide (3ab)
This compound was prepared according to the typical procedure and purified with silica gel chromatography (petroleum ether/ethyl acetate = 5:1) as a light-yellow solid (158.3 mg, 51% yield); mp 104.7–105.6 °C. 1H NMR (600 MHz, CDCl3): δ = 7.66–7.63 (m, 2 H), 7.42–7.38 (m, 3 H), 6.50 (s, 1 H), 5.01–4.95 (m, 1 H), 3.53 (dd, J = 16.6, 10.3 Hz, 1 H), 3.34 (q, J = 6.9 Hz, 2 H), 3.13 (dd, J = 16.6, 8.1 Hz, 1 H), 2.69–2.58 (m, 1 H), 2.56–2.45 (m, 1 H), 1.59–1.53 (m, 2 H), 1.41–1.34 (m, 2 H), 0.94 (t, J = 7.4 Hz, 3 H). 13C NMR (151 MHz, CDCl3): δ = 163.7 (t, 2
          J
          C–F = 27.9 Hz), 156.8, 130.4, 129.3, 128.9, 126.8, 116.7 (t, 1
          J
          C–F = 253.4 Hz), 75.4 (t, 3
          J
          C–F = 4.0 Hz), 40.9, 39.6, 39.4 (t, 2
          J
          C–F = 22.8 Hz), 31.3, 20.0, 13.8. 19F NMR (565 MHz, CDCl3): δ = –103.64 (dt, J = 258.8, 17.3 Hz, 1 F), –104.64 (dt, J = 258.7, 16.4 Hz, 1 F). HRMS (ESI): m/z [M + H]+ calcd for C16H21N2O2F2
          +: 311.1566; found: 311.1572. 
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