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[bookmark: _Toc42705636] Detailed NMR structure elucidation
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[bookmark: _Toc42705637]Experimental section
Melting points were determined using either a Leica Galen III melting point apparatus. IR spectra were obtained on a Bruker ALPHA FT-IR spectrometer in KBr pellet or as film, ν˜ was reported in cm−1. 1H NMR, 13C NMR and 19F NMR spectra were recorded on a Bruker Avance III 400 (400/100 MHz) or a Bruker Avance III HD 600 (600/150 MHz) spectrometer equipped with Prodigy cryo-probehead. CDCl3 or [D6]DMSO were used as solvents and tetramethylsilane (TMS) as the internal standard, δ was reported in ppm. The NMR signals of the products were assigned by comprehensive one- and two-dimensional NMR methods using widely accepted strategies.1,2 Most 1H assignments were accomplished using general knowledge of chemical shift dispersion with the aid of the hydrogen-hydrogen coupling pattern (1H NMR spectra). A Waters Acquity UPLC equipment coupled with a Thermo Scientific LTQ XL iontrap MS was used to obtain mass spectroscopic data. High resolution mass spectra were recorded on a micromass GCT or on a Bruker O-TOF MAXIS Impact mass spectrometer coupled with a Dionex Ultimate 3000 RS system with a diode array detector. The reactions were followed by analytical thin layer chromatography on silica gel 60 F254 and HPLC-MS on a Shimadzu LC-20 HPLC utilizing a SPD-M20A diode array detector and a LCMS-2020 spectrometer. All unspecified reagents were purchased from commercial sources. Compounds 1, 4, 6, 8, 9, 12a,b, 15 and S1 are obtained as previously described.3–5
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General procedure for the amination of chloro-BTDs
A mixture of 1, 4 or 6 (500 mg) and the corresponding amine (10 eq) was stirred at 140 °C or refluxed for 1.5–14 h. Then the amine was removed in vacuo and the residue was subjected to flash chromatography.

8-Chloro-2,4-dimethyl-7-morpholino-2H-1,2,3-benzothiadiazine 1,1-dioxide (2a): Using 1, 4 h reflux; SiO2 hexane–EtOAc (20→50%). Yield 49%; colorless crystals; Rf=0.27 (hexane/EtOAc 1:1); m.p. 188–189 °C (EtOH); 1H NMR (600 MHz, [D6]DMSO): δ= 7.82 (d, J=8.7 Hz, 1H; 5-H), 7.59 (d, J=8.7 Hz, 1H; 6-H), 3.78 (t, J=4.6 Hz, 4H; OCH2), 3.38 (s, 3H; 2-CH3), 3.14 (t, J=4.6 Hz, 4H; NCH2), 2.44 (s, 3H; 4-CH3); 13C NMR (150 MHz, [D6]DMSO): δ= 152.8 (C7), 149.1 (C4), 132.9 (C8a), 127.9 (C5), 124.5 (C6), 123.7 (C4a), 120.8 (C8), 66.3 (OCH2), 51.1 (NCH2), 35.7 (2-CH3), 20.4 (4-CH3); IR (KBr): ν˜= 1325 (m; SO2), 1117 (m; SO2); HRMS (EI): m/z calcd for C13H16ClN3O3S: 329.0601; found: 329.0602.

7-Chloro-2,4-dimethyl-8-morpholino-2H-1,2,3-benzothiadiazine 1,1-dioxide (3a): Using 1, 4 h reflux; SiO2 hexane–EtOAc (20→50%). Yield 20%; off-colorless crystals; Rf=0.59 (hexane/EtOAc 1:1); m.p. 189–190 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.97 (d, J=8.6 Hz, 1H; 6-H), 7.72 (d, J=8.6 Hz, 1H; 5-H), 3.76 (~d, J=10 Hz, 2H; OCHeq), 3.70 (~t, J=10 Hz, 2H; OCHax), 3.48 (~t, J=10 Hz, 2H; NCHax), 3.38 (s, 3H; 2-CH3), 2.86 (~d, J=10 Hz, 2H; NCHeq), 2.42 (s, 3H; 4CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 147.6 (C4), 143.1 (C8), 137.9 (C7), 135.5 (C6), 135.3 (C8a), 128.2 (C4a), 126.9 (C5), 66.5 (OCH2), 49.2 (NCH2), 35.5 (2-CH3), 20.3 (4-CH3). IR (KBr): ν˜= 1318 (m; SO2), 1107 (m; SO2); HRMS (EI): m/z calcd for C13H16ClN3O3S: 329.0601; found: 329.0612.

8-Chloro-2,4-dimethyl-7-(4-methylpiperazin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (2b): Using 1, 1.5 h reflux; SiO2 EtOAc–MeOH (10→20%). Yield 46%; colorless crystals; Rf=0.61 (EtOAc/MeOH 4:1); m.p. 160–161 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.79 (d, J=8.7 Hz, 1H; 5-H), 7.57 (d, J=8.7 Hz, 1H; 6-H), 3.38 (s, 3H; 2-CH3), 3.13 (br ~t, 4H; NCH2), 2.50 (overlapping with DMSO, br, 4H; CH3NCH2), 2.43 (s, 3H; 4-CH3), 2.25 (s, 3H; NCH3). 13C NMR (150 MHz, [D6]DMSO): δ= 153.1 (C7), 149.1 (C4), 132.9 (C8a), 127.9 (C5), 124.5 (C6), 123.4 (C4a), 120.6 (C8), 54.6 (CH3NCH2), 50.7 (NCH2), 45.9 (NCH3), 35.7 (2-CH3), 20.4 (4-CH3); IR (KBr): ν˜= 1337 (m; SO2); HRMS (ESI): m/z calcd for C14H19ClN4O2S+H+: 343.0990; found: 343.0992.



7-Chloro-2,4-dimethyl-8-(4-methylpiperazin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (3b): Using 1, 1.5 h reflux; SiO2 EtOAc–MeOH (10→20%). Yield 33%; colorless crystals; Rf=0.64 (EtOAc/MeOH 4:1); m.p. 148–149 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.93 (d, J=8.6 Hz, 1H; 6-H), 7.67 (d, J=8.6 Hz, 1H; 5-H), 3.45 (~t, J=9 Hz, 2H; NCHax), 3.37 (s, 3H; 2-CH3), 2.89 (~d, J=10 Hz, 2H; NCHeq), 2.57 (~d, J=10Hz, 2H; CH3NCHeq), 2.42 (s, 3H; 4-CH3), 2.34 (~t, J=9 Hz, 2H; CH3NCHax), 2.21 (s, 3H; NCH3). 13C NMR (150 MHz, [D6]DMSO): δ= 147.6 (C4), 143.9 (C8), 137.9 (C7), 135.3 (C6), 135.1 (C8a), 128.2 (C4a), 126.5 (C5), 54.7 (CH3NCH2), 48.7 (NCH2), 46.4 (NCH3), 35.5 (2-CH3), 20.3 (4-CH3); IR (KBr): ν˜= 1320 (m; SO2), 1148 (m; SO2); HRMS (ESI): m/z calcd for C14H19ClN4O2S+H+: 343.0990; found: 343.0993.

8-Chloro-2,4-dimethyl-7-(pyrrolidin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (2c): Using 1, 2 h reflux; SiO2 hexane–EtOAc. Yield 71%; colorless crystals; Rf=0.53 (hexane/EtOAc 1:1); m.p. 164–166 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.61 (d, J=9.0 Hz, 1H; 5-H), 7.23 (d, J=9.0 Hz, 1H; 6-H), 3.52 (m, 4H; NCH2), 3.34 (s, 3H; 2-CH3), 2.37 (s, 3H; 4-CH3), 1.92 (m, 4H; NCH2CH2). 13C NMR (150 MHz, [D6]DMSO): δ=149.9 (C7), 149.1 (C4), 134.0 (C8a), 127.3 (C5), 119.2 (C6), 119.1 (C4a), 111.9 (C8), 51.6 (NCH2), 35.6 (2-CH3), 25.6 (NCH2CH2), 20.3 (4-CH3). IR (KBr): ν˜= 1578 (m), 1319 (s; SO2), 1192 (m; SO2); HRMS (ESI): m/z calcd for C13H16ClN3O2S+H+: 314.0725; found: 314.0723.

7-Chloro-2,4-dimethyl-8-(pyrrolidin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (3c): Using 1, 2 h reflux; SiO2 hexane–EtOAc. Yield 8%; beige crystals; Rf=0.76 (hexane/EtOAc 1:1); m.p. 136 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 8.00 (d, J=8.6 Hz, 1H; 6-H), 7.70 (d, J=8.6 Hz, 1H; 5-H), 3.36 (s, 3H; 2-CH3), 3.25 (m, 4H; NCH2), 2.43 (s, 3H; 4-CH3), 1.96 (m, 4H; NCH2CH2). 13C NMR (150 MHz, [D6]DMSO): δ=147.8 (C4), 141.6 (C7), 138.8 (C8), 136.5 (C8a), 135.2 (C6), 128.3 (C4a), 126.5 (C5), 50.7 (NCH2), 35.4 (2-CH3), 26.3 (NCH2CH2), 20.3 (4-CH3). IR (KBr): ν˜= 1371 (m; SO2), 1149 (m; SO2); HRMS (ESI): m/z calcd for C13H16ClN3O2S+H+: 314.0725; found: 314.0735.

8-Chloro-2,4-dimethyl-7-(piperidin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (2d): Using 1, 4.5 h reflux; SiO2 hexane–EtOAc. Yield 45%; colorless crystals; Rf=0.37 (hexane/EtOAc 7:3); m.p. 151–152 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.78 (d, J=8.8 Hz, 1H; 5-H), 7.54 (d, J=8.8 Hz, 1H; 6-H), 3.37 (s, 3H; 2-CH3), 3.07 (~t, J=5.0 Hz, 4H; NCH2), 2.43 (s, 3H; 4-CH3), 1.68 (quint, J=5.0 Hz, 4H; NCH2CH2), 1.60 (quint, J=5.0 Hz, 2H; NCH2CH2CH2). 13C NMR (150 MHz, [D6]DMSO): δ=154.0 (C7), 149.1 (C4), 132.9 (C8a), 127.8 (C5), 124.5 (C6), 123.0 (C4a), 120.7 (C8), 52.2 (NCH2), 35.6 (2-CH3), 25.7 (NCH2CH2), 23.7 (NCH2CH2CH2), 20.4 (4-CH3). IR (KBr): ν˜= 1335 (vs; SO2), 1188 (s; SO2); HRMS (EI): m/z calcd for C14H18ClN3O2S: 327.0808; found: 327.0805.


7-Chloro-2,4-dimethyl-8-(piperidin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (3d): Using 1, 4.5 h reflux; SiO2 hexane–EtOAc. Yield 40%; colorless crystals; Rf=0.34 (hexane/EtOAc 10:2); m.p. 129–130 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.93 (d, J=8.8 Hz, 1H; 6-H), 7.66 (d, J=8.8 Hz, 1H; 5-H), 3.37 (s, 3H; 2-CH3), 3.29 (~t, J=10 Hz, 2H; NCHax), 2.96 (~d, J=10 Hz, 2H; NCHeq), 2.42 (s, 3H; 4-CH3), 1.80–1.63 (m, overlapping 3H: 1.70, NCH2CHax, 1.69, NCH2CH2CHeq), 1.59 (m, 2H; NCH2CHeq), 1.38 (m, 1H; NCH2CH2CHax). 13C NMR (150 MHz, [D6]DMSO): δ=147.6 (C4), 144.8 (C8), 137.9 (C7), 135.2 (C6), 134.8 (C8a), 128.2 (C4a), 126.1 (C5), 50.3 (NCH2), 35.5 (2-CH3), 25.5 (NCH2CH2), 23.8 (NCH2CH2CH2), 20.3 (4-CH3). IR (KBr): ν˜= 1314 (m; SO2), 1148 (m; SO2); HRMS (EI): m/z calcd for C14H18ClN3O2S: 327.0808; found: 327.0803.

8-Chloro-7-[(2-hydroxyethyl)amino]-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (2e): Using 1, 2 h, 140 °C; SiO2 hexane–EtOAc (20→50%). Yield 24%; pale yellow crystals; Rf=0.44 (EtOAc); m.p. 141–142 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.62 (d, J=8.0 Hz, 1H; 5-H), 7.18 (d, J=8.0 Hz, 1H; 6-H), 6.56 (t, J=5.6 Hz, 1H; NH), 4.90 (t, J=5.6 Hz, 1H; OH), 3.59 (q, J=5.6 Hz, 2H; CH2O), 3.37 (q, J=5.6 Hz, 2H; NCH2), 3.32 (s, 3H; 2-CH3), 2.36 (s, 3H; 4-CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 149.6 (C4), 147.9 (C7), 132.0 (C8a), 128.1 (C5), 116.6 (C4a), 114.1 (C6) 109.3 (C8), 59.4 (CH2O), 45.3 (NCH2), 35.4 (2-CH3), 20.3 (4-CH3); IR (KBr): ν˜= 3492 (w; OH), 3318 (w; NH), 1520 (m; NH), 1317 (s; SO2), 1144 (m; SO2); HRMS (ESI): m/z calcd for C11H14ClN3O3S+H+: 314.0517; found: 314.0529.

7-Chloro-8-[(2-hydroxyethyl)amino]-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (3e): Using 1, 2 h, 140 °C; SiO2 hexane–EtOAc (20→50%). Yield 54%; colorless crystals; Rf=0.50 (hexane/EtOAc 1:1); m.p. 88–89 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ=7.83 (d, J=8.4 Hz, 1H; 6-H), 7.28 (d, J=8.4 Hz, 1H; 5-H), 5.75 (t, J=5.6 Hz, 1H; NH), 4.87 (t, J=5.6 Hz, 1H; OH), 3.57 (q, J=5.6 Hz, 2H; CH2O), 3.44 (q, J=5.6 Hz, 2H; NCH2), 3.36 (s 3H; 2-CH3), 2.43 (s, 3H; 4-CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 150.0 (C4), 142.2 (C8), 135.1 (C6), 128.4 (C4a), 127.3 (C8a), 122.6 (C7), 119.2 (C5), 60.6 (CH2O), 50.5 (NCH2), 35.2 (2-CH3), 20.4 (4-CH3); IR (KBr): ν˜= 3567 (m; OH), 3384 (m; NH), 1456 (m; NH), 1299 (s; SO2), 1144 (s; SO2); HRMS (ESI): m/z calcd for C11H14ClN3O3S+H+: 314.0517; found: 314.0523.



8-Benzylamino-7-chloro-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (3f): Using 1, 4.5 h, 140 °C; SiO2 hexane–EtOAc (15%). Yield 83%; colorless crystals; Rf=0.31 (hexane/EtOAc 10:2); m.p. 106–107 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.82 (d, J=8.5 Hz, 1H; 6-H), 7.36 (d, J=7.3 Hz, 2H; o-H), 7.34–7.29 [overlapping 3H: 7.32 (d, J=7.3 Hz, 2H; m-H) and 7.32 (d, J=8.5 Hz, 1H; 5-H), 7.25 (~t, J=7.3 Hz, 1H; p-H), 5.95 (t, J=6.6 Hz, 1H; NH), 4.60 (d, J=6.6 Hz, 2H; NCH2), 3.37 (s, 3H; 2-CH3), 2.42 (s, 3H; 4CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 149.9 (C4), 141.3 (C8), 139.2 (C-ipso), 135.4 (C6), 128.7 (2C; C-m), 128.3 (C4a), 128.0 (2C; C-o), 127.8 (C8a), 127.6 (C-p), 123.3 (C7), 120.1 (C5), 51.3 (CH2), 35.2 (2-CH3), 20.4 (4-CH3); IR (KBr): ν˜= 3373 (w; NH), 1497 (s; NH), 1309 (s; SO2), 1145 (s; SO2); HRMS (ESI): m/z calcd for C16H16ClN3O2S+H+: 350.0725; found: 350.0731.

8-Chloro-7-hexylamino-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (2g): Using 1, 5 h reflux; SiO2 hexane–EtOAc (10%). Yield 5%; yellow oil; Rf=0.47 (hexane/EtOAc 7:3). 1H NMR (600 MHz, [D6]DMSO): δ= 7.61 (d, J=8.9 Hz, 1H; 5-H), 7.11 (d, J=8.9 Hz, 1H; 6-H), 6.74 (t, J=5.8 Hz, 1H; NH), 3.37 (s, 3H; 2-CH3), 3.29 (q, J=7.0 Hz, 2H; NCH2), 2.36 (s, 3H; 4-CH3), 1.55 (quint, J=7.0 Hz, 2H; NCH2CH2), 1.33 (m, 2H; CH2Pr), 1.30–1.25 [overlapping 4H: 1.28 (m, 2H; CH2Et) and 1.28 (m, 2H; CH2CH3)], 0.86 (t, J=7.0 Hz, 3H; CH2CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 149.6 (C4), 147.6 (C7), 132.1 (C8a), 128.2 (C5), 116.4 (C4a), 113.8 (C6), 109.2 (C8), 42.6 (NCH2), 35.4 (2-CH3), 31.3 (CH2Et), 28.2 (NCH2CH2), 26.2 (CH2Pr), 22.3 (CH2CH3), 20.3 (4-CH3), 14.1 (CH2CH3). IR (film): ν˜= 3394 (m; NH), 2930 (m; CH), 1328 (m; SO2) 1189 (m; SO2); HRMS (EI): m/z calcd for C15H22ClN3O2S: 343.1121; found: 343.1118.

7-Chloro-8-hexylamino-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (3g): Using 1, 5 h reflux; SiO2 hexane–EtOAc (10%). Yield 80%; yellow oil; Rf=0.66 (hexane/EtOAc 7:3). 1H NMR (600 MHz, [D6]DMSO): δ= 7.83 (d, J=8.5 Hz, 1H; 6-H), 7.29 (d, J=8.5 Hz, 1H; 5-H), 5.51 (t, J=6.1 Hz, 1H; NH), 3.39 (~q, J=7.0 Hz, 2H; NCH2), 3.37 (s, 3H; 2-CH3), 2.43 (s, 3H; 4-CH3), 1.52 (quint, J=7.0 Hz, 2H; NCH2CH2), 1.31 (~quint, J=7.0 Hz, 2H; CH2Pr), 1.28–1.20 [overlapping 4H: 1.24 (m, 2H; CH2Et) and 1.24 (m, 2H; CH2CH3)], 0.84 (t, 3H; J=6.8 Hz, CH2CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 149.9 (C4), 142.0 (C8), 135.3 (C6), 128.3 (C4a), 127.4 (C8a), 122.7 (C7), 119.4 (C5), 48.0 (NCH2), 35.2 (2-CH3), 31.1 (CH2Et), 30.4 (NCH2CH3), 25.9 (CH2Pr), 22.2 (CH2CH3), 20.4 (4-CH3), 14.0 (CH2CH3). IR (film): ν˜= 3386 (w; NH), 2956 (m; CH), 1316 (vs; SO2) 1150 (s; SO2); HRMS (EI): m/z calcd for C15H22ClN3O2S: 343.1121; found: 343.1118.



8-Chloro-7-cyclohexylamino-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (2h): Using 1, 4 h reflux; SiO2 hexane–EtOAc (10%). Yield 5%; colorless crystals; Rf=0.71 (hexane/EtOAc 1:1); m.p. 172–174 °C. 1H NMR (400 MHz, [D6]DMSO): δ= 7.60 (d, J=9.0 Hz, 1H; 5-H), 7.19 (d, J=9.0 Hz, 1H; 6-H), 6.04 (d, J=8.2 Hz, 1H; NH), 3.52 (m, 1H; NCHeq), 3.31 (s, 3H; 2-CH3), 2.36 (s, 3H; 4-CH3), 1.89 (m, Hz, 2H; NCHCHeq), 1.73 (m, 2H; NCHCH2CHeq), 1.63 (~d, J=12 Hz, 1H; NCHCH2CH2CHeq), 1.38 (~t, J=9.5 Hz, 4H; NCHCHax), 1.17 (m, 1H; NCHCH2CH2CHax). 13C NMR (150 MHz, [D6]DMSO): δ= 149.6 (C4), 146.7 (C7), 132.9 (C8a), 128.2 (C5), 116.6 (C4a), 114.5 (C6), 109.3 (C8), 51.4 (NCH), 35.4 (2-CH3), 32.0 (NCHCH2), 25.4 (NCHCH2CH2CH2), 24.8 (NCHCH2CH2), 20.3 (4-CH3). IR (KBr): ν˜= 3387 (w; NH), 1314 (m; SO2) 1148 (w; SO2); HRMS (EI): m/z calcd for C15H20ClN3O2S: 341.0965; found: 341.0955.

7-Chloro-8-cyclohexylamino-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (3h): Using 1, 4 h reflux; SiO2 hexane–EtOAc (10%). Yield 88%; colorless crystals; Rf=0.79 (hexane/EtOAc 1:1); m.p. 70–71 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.85 (d, J=8.5 Hz, 1H; 7-H), 7.35 (d, J=8.5 Hz, 1H; 5-H), 5.38 (d, J=9.3 Hz, 1H; NH), 3.68 (m, 1H; NCHeq), 3.37 (s, 3H; 2-CH3), 2.44 (s, 3H; 4-CH3) 1.88 (m, 2H; NCHCHeq), 1.69 (m, 2H; NCHCH2CHeq), 1.54 (m, 1H; NCHCH2CH2CHeq), 1.24 (m, 2H; NCHCH2CHax), 1.21 (m, 2H; NCHCHax), 1.17 (m, 1H; NCHCH2CH2CHax). 13C NMR (150 MHz, [D6]DMSO): δ=150.0 (C4), 140.9 (C8), 135.4 (C6), 128.3 (C4a), 128.3 (C8a), 123.9 (C7), 120.2 (C5), 55.3 (NCH), 35.2 (2-CH3), 33.8 (NCHCH2), 25.3 (NCHCH2CH2CH2), 24.6 (NCHCH2CH2), 20.4 (4-CH3). IR (KBr): ν˜= 3370 (m; NH), 1310 (s; SO2) 1149 (m; SO2); HRMS (EI): m/z calcd for C15H20ClN3O2S: 341.0965; found: 341.0953.

2,4-Dimethyl-7-morpholino-2H-1,2,3-benzothiadiazine 1,1-dioxide (5a): Using 4, 13 h reflux; SiO2 hexane–EtOAc (15-35%). Yield 88%; colorless crystals; Rf=0.44 (hexane/EtOAc 1:1); m.p. 168−169 °C (EtOH). 1H NMR (400 MHz, [D6]DMSO): δ= 7.70 (d, J=9.0 Hz, 1H; 5-H), 7.38 (dd, J=9.0, 2.6Hz, 1H; 6-H), 7.29 (d, J=2.6 Hz, 1H; 8-H), 3.74 (~t, J=5.0 Hz, 4H; OCH2), 3.38 (~t, J=5.0 Hz, 4H; NCH2), 3.33 (s, 3H; 2-CH3), 2.40 (s, 3H; 4-CH3); 13C NMR (100 MHz, [D6]DMSO): δ= 153.0, 149.2, 134.3, 128.9, 117.8, 117.5, 103.3, 65.9 (OCH2), 46.8 (NCH2), 34.8 (2-CH3), 19.7 (4-CH3). IR (KBr): ν˜= 1316 (m; SO2) 1173 (m; SO2); HRMS (ESI): m/z calcd for C13H17N3O3S+H+: 296.1063; found: 296.1062.



2,4-Dimethyl-7-(4-methylpiperazin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (5b): Using 4, 13 h reflux; SiO2 EtOAc–MeOH (15%). Yield 69%; off-white crystals; Rf=0.76 (hexane/EtOAc 1:1), m.p.167−169°C (EtOH). 1H NMR (400 MHz, [D6]DMSO): δ= 7.67 (d, J=9.0 Hz, 1H; 5-H), 7.37 (dd, J=9.0, 2.6Hz, 1H; 6-H), 7.26 (d, J=2.6 Hz, 1H; 8-H), 3.41 (~t, J=5.0 Hz, 4H; NCH2), 3.32 (s, 3H; 2-CH3), 2.44 (~t, J=5.0 Hz, 4H; NCH2), 2.39 (s, 3H; 4-CH3), 2.22 (s, 3H; NCH3). 13C NMR (100 MHz, [D6]DMSO): δ= 152.8, 149.1, 134.4, 128.9, 117.9, 117.0, 103.2, 54.3, 46.6, 45.8, 34.8 (2-CH3), 19.6 (4-CH3). IR (KBr): ν˜= 1311 (m; SO2) 1142 (m; SO2); HRMS (ESI): m/z calcd for C14H20N4O2S+H+: 309.1380; found: 309.1379.

2,4-Dimethyl-7-(pyrrolidin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (5c): Using 4, 1.5 h reflux; SiO2 hexane–EtOAc (20→40%). Yield 76%; colorless crystals; Rf=0.64 (hexane/EtOAc 1:1); m.p.179−180°C (EtOH). 1H NMR (400 MHz, [D6]DMSO): δ= 7.63 (d, J=8.9 Hz, 1H; 5-H), 6.92 (dd, J=8.9, 2.7 Hz, 1H; 6-H), 6.85 (d, J=2.7 Hz, 1H; 8-H), 3.37 (m, 4H; NCH2), 3.30 (s, 3H; 2-CH3), 2.36 (s, 3H; 4-CH3), 2.00 m, 4H; NCH2CH2). 13C NMR (100 MHz, [D6]DMSO): δ= 149.44, 149.41, 134.5, 128.9, 115.5, 114.7, 100.6, 47.7 (NCH2), 34.7 (2-CH3), 25.1 (NCH2CH2), 19.7 (4-CH3). IR (KBr): ν˜= 1313 (m; SO2) 1169 (m; SO2); HRMS (ESI): m/z calcd for C13H17N3O2S+H+: 280.1114; found: 280.1114.

7-[(2-Hydroxyethyl)amino]-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (5d): Using 4, 9 h, 140 °C; SiO2 hexane–EtOAc (20%). Yield 80%; pale yellow crystals; Rf=0.47 (EtOAc); m.p. 109−110 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.55 (d, J=8.9 Hz, 1H; 5-H), 7.11 (t, J=5.6 Hz, 1H; NH), 7.01 (~d, J=2.6 Hz, 1H; 8-H), 6.99 (dd, J=8.9, 2.6 Hz, 1H; 6-H), 4.83 (t, J=5.6 Hz, 1H; OH), 3.57 (q, J=5.6 Hz, 2H; CH2O), 3.28 (s, 3H; 2-CH3), 3.24 (q, J=5.6 Hz, 2H; NCH2), 2.34 (s, 3H; 4-CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 152.2, 149.4, 134.6, 129.0, 115.8 (br), 115.1, 100.8 (br), 59.4 (CH2O), 45.2 (NCH2), 34.7 (2-CH3), 19.7 (4-CH3). IR (KBr): ν˜= 3489 (m; OH), 3327 (m; NH), 1351 (m; SO2) 1163 (m; SO2); HRMS (ESI): m/z calcd for C11H15N3O3S+H+: 270.0907; found: 270.0907.

2,4-Dimethyl-8-morpholino-2H-1,2,3-benzothiadiazine 1,1-dioxide (7a): Using 5, 14 h reflux; SiO2 hexane–EtOAc (15%). Yield 84%; pale yellow crystals; Rf=0.42 (hexane/EtOAc 1:1); m.p. 135–136 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.81 (t, J=8.0 Hz, 1H), 7.58 (dd, J=8.0, 0.8 Hz, 1H), 7.54 (dd, J=8.0, 0.8 Hz, 1H), 3.75 (~t, J=4.4 Hz, 4H; OCH2), 3.35 (s, 3H; 2-CH3), 3.07 (~t, J=4.4 Hz, 4H; NCH2), 2.45 (s, 3H; 4-CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 149.6, 148.6, 134.0, 130.1, 127.2, 125.0, 122.1, 66.4 (OCH2), 53.3 (NCH2), 35.5 (2-CH3), 20.6 (4-CH3). IR (KBr): ν˜= 1318 (m; SO2), 1111 (m; SO2); HRMS (ESI): m/z calcd for C13H17N3O3S+H+: 296.1064; found: 296.1064.


2,4-Dimethyl-8-(4-methylpiperazin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (7b): Using 5, 9 h reflux; SiO2 EtOAc–MeOH (10%). Yield 90%; pale yellow crystals; Rf=0.45 (EtOAc/MeOH 4:1); m.p. 137−138 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.78 (t, J=8.1 Hz, 1H), 7.56 (dd, J=8.1, 0.8 Hz, 1H), 7.50 (dd, J=8.1, 0.8 Hz, 1H), 3.34 (overlapping with water: s, 3H; 2-CH3), 3.07 (br, 4H; NCH2), 2.49 (overlapping with DMSO: br, 4H; NCH2), 2.44 (s, 3H; 4-CH3), 2.23 (s, 3H; NCH3). 13C NMR (150 MHz, [D6]DMSO): δ= 149.7, 148.9, 133.9, 130.1, 127.0, 125.0, 121.7, 54.8, 52.9, 46.0, 35.4 (2-CH3), 20.6 (4-CH3). IR (KBr): ν˜= 1327 (m; SO2), 1163 (m; SO2); HRMS (ESI): m/z calcd for C14H20N4O2S+H+: 309.1380; found: 309.1380.

2,4-Dimethyl-8-(pyrrolidin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (7c): Using 5, 4.5 h reflux; SiO2 hexane–EtOAc (15%). Yield 71%; colorless crystals; Rf=0.45 (hexane/EtOAc 7:3); m.p. 112–113 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.59 (~dd, J=8.6, 7.6 Hz, 1H), 7.24 (dd, J=8.6, 0.8 Hz, 1H), 7.13 (dd, J=7.6, 0.8 Hz, 1H), 3.43 (m, 4H; NCH2), 3.24 (s, 3H; 2-CH3), 2.41 (s, 3H; 4-CH3), 1.89 (m, 4H; NCH2CH2). 13C NMR (150 MHz, [D6]DMSO): δ= 152.2, 145.2, 132.9, 130.2, 120.0, 119.8, 115.7, 52.2 (NCH2), 35.1 (2-CH3), 25.5 (NCH2CH2), 20.6 (4-CH3). IR (KBr): ν˜= 1459 (m), 1320 (m; SO2), 1099 (m; SO2); HRMS (ESI): m/z calcd for C13H17N3O2S+H+: 280.1115; found: 280.1114.

8-[(2-Hydroxyethyl)amino]-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (7d): Using 5, 4.5 h, 140 °C; SiO2 hexane–EtOAc (15%). Yield 71%; colorless crystals; Rf=0.67 (EtOAc); m.p. 120–121 °C (EtOH). 1H NMR (400 MHz, [D6]DMSO): δ= 7.62 (t, J=8.0 Hz, 1H), 7.09 (d, J=8.6 Hz, 1H), 7.01 (dd, J=8.0, 0.6 Hz, 1H), 6.40 (t, J=5.1 Hz, 1H; NH), 4.94 (t, J=5.1 Hz, 1H; OH), 3.63 (q, J=5.3 Hz, 2H; CH2O), 3.26 (q, J=5.3 Hz, 2H; NCH2), 3.33 (overlapping with water: s, 3H; 2-CH3), 2.40 (s, 3H; 4-CH3). 13C NMR (100 MHz, [D6]DMSO): δ= 149.6, 144.0, 134.4, 129.5, 115.4, 114.3, 114.1, 59.1 (CH2O), 45.2 (NCH2), 34.7 (2-CH3), 20.4 (4-CH3). IR (KBr): ν˜= 3529 (m; OH), 3401 (m; NH), 1600 (m), 1571 (m), 1285 (m; SO2), 1144 (m; SO2); HRMS (ESI): m/z calcd for C11H15N3O3S+H+: 270.0908; found: 270.0908.

2-Methyl-7-(4-methylpiperazin-1-yl)-2H-1,2,3-benzothiadiazine 1,1-dioxide (10): A mixture of 7-chloro-2-methyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (8, 1.15 g, 5 mmol) and N-methylpiperazine (5.55 mL, 50 mmol) was refluxed for 5 h. Then the reaction mixture was poured into ice–water, extracted with EtOAc, the organic layer was dried, decolorized and evaporated. The residue was crystallized from diethyl ether to give 0.61 g product. Yield: 41%; pale yellow crystals; Rf=0.62 (EtOH/cc. NH3 9:1), m.p.114–116 °C (hexane/EtOAc). 1H NMR (600 MHz, [D6]DMSO): δ= 8.10 (s, 1H; 4-H), 7.65 (d, J=8.9 Hz, 1H; 5-H), 7.40 (dd, J=8.9, 2.5 Hz, 1H; 6-H), 7.27 (d, J=2.5 Hz, 1H; 8-H), 3.42 (~t, J=5.3 Hz, 4H), 3.39 (s, 3H), 2.43 (~t, J=5.3 Hz, 4H), 2.22 (s, 3H). 13C NMR (150 MHz, [D6]DMSO): δ= 153.0, 142.5, 134.2, 129.9, 118.2, 116.9, 102.9, 54.3 (2C), 46.6 (2C), 45.9, 35.0; IR (KBr): ν˜= 1311 (m; SO2) 1147 (m; SO2); Elemental analysis calcd.(%) for C13H18N4O2S: C 53.04, H 6.16, N 19.03, S 10.89, found: C 52.90, H 6.10, N 19.06, S 11.10.

2-Methyl-7-(4-methylpiperazin-1-yl)-4-phenyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (11): A mixture of 7-chloro-2-methyl-4-phenyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (9, 1.53 g, 5 mmol) and N-methylpiperazine (5.55 mL, 50 mmol) was refluxed for 5 h. Then the reaction mixture was poured into ice–water, and the resulting precipitate was filtered and recrystallized from EtOH to give 1.38 g product. Yield 75%; yellow crystals; Rf=0.65 (EtOH/cc. NH3 9:1), m.p.160–161 °C (EtOH). 1H NMR (600 MHz, [D6]DMSO): δ= 7.59–7.55 (m, 2H), 7.55–7.51 (m, 3H), 7.36 (d, J=2.7 Hz, 1H), 7.33 (dd, J=9.1, 2.7 Hz, 1H), 7.26 (d, J=9.1 Hz, 1H), 3.44 (s, 3H), 3.43 (~t, J=4.9 Hz, 4H), 2.44 (~t, J=4.9 Hz, 4H), 2.22 (s, 3H). 13C NMR (150 MHz, [D6]DMSO): δ= 152.8, 151.9, 135.2, 134.9, 130.4, 129.9, 129.0 (2C), 128.9 (2C), 117.7, 115.9, 103.4, 54.3 (2C), 46.5 (2C), 45.9, 35.3. IR (KBr): ν˜= 1317 (vs; SO2) 1145 (s; SO2); Elemental analysis calcd.(%) for C19H22N4O2S: C 61.60, H 5.99, N 15.12, S 8.65, found: C 61.40, H 6.32, N 15.11, S 8.76.


[bookmark: _Toc42154172][bookmark: _Toc42705639]General procedure for the demethylation methoxy-BTDs
A mixture of 12a–c (1.5 mmol) and N-methylpiperazine (15.0 mmol, 1.67 mL) was refluxed for 3–5 h. Then the amine was removed in vacuo, ice–water (20 g) and aq HCl (10%, 6 mL) was added to the residue. After that, it was extracted with EtOAc (3×25 mL), washed with brine (20 mL), dried over MgSO4 and evaporated.

8-Chloro-7-hydroxy-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (13a): Using 8-chloro-7-methoxy-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (12a); 3 h. Yield 92%; colorless crystals; Rf=0.36 (hexane/EtOAc 1:1); m.p. 202−203 °C (EtOAc). 1H NMR (600 MHz, [D6]DMSO): δ= 11.89 (br s, 1H; OH), 7.72 (d, J=8.9 Hz, 1H; 5-H), 7.40 (d, J=8.9 Hz, 1H; 6-H), 3.36 (overlapping with water; s, 3H; 2-CH3), 2.40 (s, 3H; 4-CH3). 13C NMR (150 MHz, [D6]DMSO): δ= 157.3 (C7), 149.2 (C4), 132.4 (C8a), 128.4 (C5), 121.0 (C4a), 120.3 (C6), 113.7 (C8), 35.4 (2-CH3), 20.4 (4-CH3); IR (KBr): ν˜= 3537 (w; OH), 1307 (m; SO2), 1155 (m; SO2); HRMS (ESI): m/z calcd for C9H9ClN2O3S+H+: 261.0095; found: 261.0096.

8-Hydroxy-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (13b): Using 8-chloro-7-methoxy-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (12b); 5 h. Yield 89%; colorless crystals; Rf=0.51 (hexane/EtOAc 1:1); m.p. 129–130 °C (EtOAc); 1H NMR (600 MHz, [D6]DMSO): δ= 11.24 (br s, 1H; OH), 7.66 (t, J=8.0 Hz, 1H; 5-H), 7.24 (t, J=8.0 Hz, 2H; 7-H and 5-H), 3.32 (s, 3H; 2-CH3), 2.40 (s, 3H; 4-CH3); 13C NMR (150 MHz, [D6]DMSO): δ= 153.7 (C8), 148.3 (C4), 134.4 (C6), 129.7 (C4a), 120.3 (C7), 119.4 (C8a), 117.5 (C5), 34.9 (2-CH3), 20.4 (4-CH3); IR (KBr): ν˜= 3435 (s; OH), 1446 (s), 1313 (s; SO2), 1156 (vs; SO2); HRMS (ESI): m/z calcd for C9H10N2O3S+H+: 227.0485; found: 227.0480.

7,8-Dimethoxy-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (12c): To a stirred solution of 7,8-dimethoxy-4-methyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (S1, 400 mg, 1.56 mmol) in DMF (5.6 mL) was added t-BuOK (350 mg, 3.12 mmol) at 10 °C under argon atmosphere. The mixture was stirred for 10 min, then MeI (291 µL, 664 mg, 4.68 mmol) was added dropwise at 10 °C. The mixture was stirred for additional 3 h at 25 °C. Then it was poured into ice–water (40 g), the precipitated product was filtered off and washed with water. Yield 324 mg, 77%; pale yellow crystals; Rf=0.71 (EtOAc); m.p. 125–126 °C (EtOH). 1H NMR (400 MHz, [D6]DMSO): δ= 7.62 (d, J=8.8 Hz, 1H), 7.56 (d, J=8.8 Hz, 1H), 3.97 (s, 3H), 3.87 (s, 3H), 3.32 (s, 3H), 2.40 (s, 3H). 13C NMR (100 MHz, [D6]DMSO): δ= 155.4, 148.8, 143.1, 127.5, 124.6, 121.2, 117.4, 61.5, 56.9, 34.9, 20.2. IR (KBr): ν˜= 1495 (m), 1321 (s; SO2), 1196 (s; SO2); HRMS (ESI): m/z calcd for C11H14Cl2N2O4S+H+: 271.0747; found: 271.0743.


8-Hydroxy-7-methoxy-2,4-dimethyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (13c): Using 12c; Yield 70%; off-white crystals; Rf=0.26 (hexane/EtOAc 1:1); m.p. 157–158 °C (hexane/EtOAc). 1H NMR (600 MHz, [D6]DMSO): δ= 10.48 (br s, 1H; OH), 7.40 (d, J=8.4 Hz, 1H; 6-H), 7.27 (d, J=8.4 Hz, 1H; 5-H), 3.95 (s, 3H; OCH3), 3.28 (s, 3H; 2-CH3), 2.37 (s, 3H; 4-CH3); 13C NMR (150 MHz, [D6]DMSO): δ= 150.6 (C7), 148.8 (C4), 142.7 (C8), 121.4 (C4a), 120.1 (C8a), 119.0 (C5), 115.4 (C6), 56.8 (OCH3), 34.8 (2-CH3), 20.3 (4-CH3); IR (KBr): ν˜= 3352 (w; OH), 1501 (m), 1280 (m; SO2), 1182 (m; SO2); HRMS (ESI): m/z calcd for C10H12N2O4S+H+: 257.0591; found: 257.0591.


[bookmark: _Toc42705640]A protecting group strategy involving benzyl groups

2-Benzyl-8-benzylamino-7-chloro-4-methyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (16): A mixture of 15 (2.13 g, 6.0 mmol) and benzylamine (6.6 mL, 60.0 mmol) was refluxed for 5 h. Then the excess of amine was removed in vacuo and the residue was subjected to flash chromatography (SiO2, hexane–EtOAc). Yield 1.76 g (69%); pale yellow crystals; Rf=0.88 (hexane/EtOAc 10:2); m.p. 79–81 °C. 1H NMR (600 MHz, [D6]DMSO): δ= 7.82 (d, J=8.6 Hz, 1H), 7.39–7.23 (m, 11H), 6.00 (t, J=6.8 Hz, 1H), 4.96 (s, 2H), 4.62 (d, J=6.8 Hz, 2H), 2.41 (s, 3H);13C NMR (150 MHz, [D6]DMSO): δ= 150.1, 141.0, 139.2, 136.5, 135.2, 128.7 (2C), 128.6 (2C), 128.4 (2C), 128.2, 128.0 (2C), 127.91, 127.89, 127.6, 124.0, 120.2, 51.4, 51.2, 20.5 IR (KBr): ν˜= 3361 (w; NH), 1455 (m; NH), 1303 (m; SO2), 1146 (m; SO2); HRMS (ESI): m/z calcd for C22H20ClN3O2S+H+: 426.1038; found: 426.1042.

8-Amino-2-benzyl-7-chloro-4-methyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (17): A mixture of 16 (213 mg, 0.5 mmol) and triflic acid (0.44 mL, 5.0 mmol) was stirred at room temperature for 24 h. Then water (6.1 mL) and aq NaOH (10%, 1.9 mL) was added under ice–water cooling. After that, it was extracted with DCM (20 mL), the organic layer was washed with water (8 mL) and brine (8 mL), dried over MgSO4 and evaporated. The residue was purified with flash chromatography (SiO2, hexane–EtOAc). Yield 110 mg (66%); colorless crystals; Rf=0.81 (hexane/EtOAc 10:2); m.p. 153–155 °C. 1H NMR (600 MHz, [D6]DMSO): δ= 7.78 (d, J=8.3 Hz, 1H), 7.37–7.32 (m, 4H), 7.32–7.27 (m, 1H), 7.06 (d, J=8.3 Hz, 1H), 6.24 (s, 2H), 4.95 (s, 2H), 2.39 (s, 3H). 13C NMR (150 MHz, [D6]DMSO): δ= 149.7, 139.6, 136.5, 133.9, 128.7 (2C), 128.5 (2C), 128.0, 127.9, 121.9, 115.63, 115.58, 51.0, 20.5; IR (KBr): ν˜= 3458 (w; NH), 3368 (m; NH), 1432 (m; NH), 1291 (s; SO2), 1140 (s; SO2); HRMS (ESI): m/z calcd for C15H14ClN3O2S+H+: 336.0568; found: 336.0573.

8-Amino-7-chloro-4-methyl-2H-1,2,3-benzothiadiazine 1,1-dioxide (18): A mixture of 16 (213 mg, 0.5 mmol) and triflic acid (0.44 mL, 5.0 mmol) was stirred at 100 °C for 2.5 h. Then ice–water (20 g) and K2CO3 (0.7 g, 5.1 mmol) was added under ice–water cooling. After that, it was extracted with EtOAc (100 mL), the organic layer was washed with water (10 mL) and brine (10 mL), dried over MgSO4 and evaporated. The residue was purified with flash chromatography (SiO2, hexane–EtOAc). Yield 39 mg (32%), orange crystals; Rf=0.81 (hexane/EtOAc 10:2); decomp ~164 °C. 1H NMR (600 MHz, [D6]DMSO): δ= 12.1 (br s, 1H), 7.74 (d, J=8.3 Hz, 1H), 7.04 (d, J=8.3 Hz, 1H), 6.11 (s, 2H), 2.39 (s, 3H). 13C NMR (150 MHz, [D6]DMSO): δ= 149.0, 139.3, 133.3, 128.0, 121.4, 116.6, 115.4, 20.2; IR (KBr): ν˜= 3483 (w; NH), 3362 (w; NH), 3227 (w; NH), 1622 (m; NH), 1478 (m; NH), 1295 (m; SO2), 1140 (m; SO2); HRMS (ESI): m/z calcd for C8H8ClN3O2S+H+: 246.0098; found: 246.0096.

[bookmark: _Toc42705641]1H and 13C NMR spectra
Compound 2a, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 3a, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 2b, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 3b, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 2c, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 3c, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 2d, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 3d, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 2e, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 3e, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 3f, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 2g, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 3g, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 2h, 1H and 13C NMR (400/150 MHz, [D6]DMSO)
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Compound 3h, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 5a, 1H and 13C NMR (400/100 MHz, [D6]DMSO)
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Compound 5b, 1H and 13C NMR (400/100 MHz, [D6]DMSO)
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Compound 5c, 1H and 13C NMR (400/100 MHz, [D6]DMSO)
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Compound 5d, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 7a, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 7b, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 7c, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 7d, 1H and 13C NMR (400/100 MHz, [D6]DMSO)
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Compound 10, 1H and 13C NMR (650/100 MHz, [D6]DMSO)
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Compound 11, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 13a, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 13b, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 12c, 1H and 13C NMR (400/100 MHz, [D6]DMSO)
[image: ]
[image: ]

Compound 13c, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 16, 1H and 13C NMR (600/150 MHz, [D6]DMSO)[image: ] [image: ]

Compound 17, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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Compound 18, 1H and 13C NMR (600/150 MHz, [D6]DMSO)
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