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1. Materials and methods 
 

All reagents and solvents were purchased from commercial sources and used without further 

purification. Lipids were purchased from Avanti Polar Lipids and used without further purification. 

Where necessary, solvents were dried by passing through an MBraun MPSP-800 column and degassed 

with nitrogen. Triethylamine was distilled from and stored over potassium hydroxide. Column 

chromatography was carried out on Merck® silica gel 60 under a positive pressure of nitrogen. Where 

mixtures of solvents were used, ratios are reported by volume. NMR spectra were recorded on a Bruker 

AVIII 400, Bruker AVII 500 (with cryoprobe) and Bruker AVIII 500 spectrometers. Chemical shifts 

are reported as ŭ values in ppm. Mass spectra were carried out on a Waters Micromass LCT and Bruker 

microTOF spectrometers. Fluorescence spectroscopic data were recorded using a Horiba Duetta 

fluorescence spectrophotometer, equipped with Peltier temperature controller and stirrer. UV-Vis 

spectra were recorded on a V-770 UV-Visible/NIR Spectrophotometer equipped with Peltier 

temperature controller and stirrer using quartz cuvettes of 1 cm path length. Experiments were 

conducted at 25°C unless otherwise stated. Vesicles were prepared as described below using Avestin 

ñLiposoFastò extruder apparatus, equipped with polycarbonate membranes with 200 nm pores. GPC 

purification of vesicles was carried out using GE Healthcare PD-10 desalting columns prepacked with 

Sephadex G 25 medium. 

Abbreviations 

Boc: tert-butyloxycarbonyl; CF: 5(6)-Carboxyfluorescein; DBU: 1,8-Diazabicyclo[5.4.0]undec-7-ene; 

DCM: Dichloromethane; DIPEA: N,N-Diisopropylethylamine; DMF: N,N-Dimethylformamide; 

DMSO: Dimethylsulfoxide; DPPC: 1,2-dipalmitoyl-sn-glycero-3-phosphocholine; EYPG: egg-yolk 

phosphatidylglycerol; HEPES: N-(2- hydroxyethyl)piperazine-Nô-(2-ethanesulfonic acid); HPTS: 8-

hydroxy-1,3,6-pyrenetrisulfonate; HRMS: High resolution mass spectrometry; KF: Potassium Fluoride; 

KOH: Potassium hydroxide; LUVs: large unilamellar vesicles; MeCN: Acetonitrile; MeOH: Methanol; 

NCS: N-Chlorosuccinimide; Phth: Phthaloyl; POPC: 1-palmitoyl-2-oleoyl-sn-glycero-3-

phosphocholine; rt: Room temperature; TFA: Trifluoroacetic acid; THF: Tetrahydrofuran.  
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2. Synthesis and characterization 
 

General comments. 

Compounds 11 and 37 were prepared according to literature procedures. [1] 

All novel compounds were characterised by 1H and 13C NMR, UV-Vis and high-resolution mass 

spectrometry. Azobenzene derivatives were formed as a mixture of E and Z isomers. Peaks for the E 

isomer are reported (major product). Thermal relaxation to achieve 100% E isomer was achieved by 

heating the sample in DMSO at 80 °C prior to NMR titration experiments or anion transport assays. For 

carriers 1-4, 1H NMR spectra are provided for both 100% E-azobenzene isomer (heated dark state) and 

where available, 77% cis isomer (green light photo-stationary state for carrier 1b and red light photo-

stationary state for carriers 2-4).  

 

Scheme S1. Synthesis of tetra-ortho-fluoro azobenzene anionophore 1b 

 

 

4-amino-3,5-difluorobenzonitrile 6. A suspension of 4-bromo-2,6-difluoroaniline 5 (6.5 g, 31.1 

mmol) and copper(I) cyanide (4.2 g, 146.6 mmol, 1.5 eq) in dry NMP (15 mL) was heated to 202 °C 

under microwave irradiation for 90 minutes under N2. The reaction was poured onto 15% ammonia 

solution (300 mL), then extracted with 50:50 Hexane:EtOAc (3x 150 mL). The combined organic layers 

were washed with water (5x 150 mL), 5% LiCl solution, then were concentrated in vacuo. The resulting 

residue was purified by silica gel column chromatography (50% CH2Cl2 in hexane) to obtain the title 

compound as a white crystalline solid (4.16 g, 27 mmol, 87%). 1H NMR (400 MHz, Chloroform-d) ŭ 

7.17 (dd, J = 6.0, 2.3 Hz, 2H), 4.29 (s, 2H). Data consistent with that given in the literature.[2] 
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tert -butyl (4-amino-3,5-difluorobenzyl)carbamate 8. To a solution at 0°C of 4-amino-3,5-

difluorobezonitrile 6 (3.85 g, 25 mmol) in THF (20 mL) was added dropwise 1M BH3-THF solution 

(100 ml, 100 mmol, 4 equiv). The mixture was stirred under reflux for 16 h. 100 mL of MeOH were 

then added, and the resulting mixture was refluxed for 1 h.  The solvent was removed in vacuo. The 

resulting residue was re-dissolved in EtOAc (300 mL) and washed with water (3 x 50mL) and brine (1 

x 50 mL). The organic layers were concentrated in vacuo to afford crude amine 7. 1H NMR (400 MHz, 

Acetone) ŭ 6.97 ï 6.77 (m, 1H), 4.29 (s, 1H). This was immediately dissolved in CH2Cl2 (60 mL). 

Boc2O (5.45g, 25 mmol, 1 equiv) in CH2Cl2 (30 mL) was added dropwise to the solution of 7. The 

reaction was stirred for 16 h at rt. The solvent was concentrated and the residue was purified by silica 

gel flash column chromatography (6:1 hexane-acetone) to afford the title compound as a white solid 

(4.26 g, 66%). 1H NMR (400 MHz, CDCl3) ŭ 6.82 ï 6.69 (m, 2H), 4.80 (s, 1H), 4.17 (d, J = 6.1 Hz, 

2H), 3.82 ï 3.54 (br s, 2H), 1.46 (s, 9H). 13C NMR (101 MHz, CDCl3) ŭ 155.85, 151.92 (dd, J = 240.8, 

8.2 Hz), 128.40 (t, J = 7.83 Hz), 122.83 (t, J = 16.5 Hz), 109.92 (dd, J = 15.1, 7.5 Hz), 79.66, 43.67, 

28.35. HRMS-ESI (m/z) Calculated for C12H16O2N2F2 [M+Na]+ , 281.1072; found 281.1072. 

 

Azobenzene 9. To a solution of 8 (303 mg, 1.17 mmol) in CH2Cl2 (17 mL) was added DBU (350 mg, 

2.34 mmol, 2 eq). The solution was stirred at room temperature for 5 min before being cooled down to 

ī78 ÁC. NCS (313 mg, 2.34 mmol, 2 eq) was added. The orange solution was stirred for 10 min at ī78 

°C before quenching with saturated bicarbonate solution (15 mL). The organic layer was separated, 

washed sequentially with 15 mL of water (5 x 15 2mL) and 1N HCl (15 mL), dried over anhydrous 

sodium sulfate, and concentrated to dryness in vacuo. The residue was purified by silica gel flash 

chromatography (5% EtOAc in CH2Cl2) to afford the title compound as an orange solid as a mixture of 

isomers (205 mg, 402 µmol, 69%, 11:9 ratio of E-9 and E-9 as indicated by 1H NMR analysis). E-9: 
1H NMR (400 MHz, Chloroform-d) ŭ 6.99 (d, J = 10.1 Hz, 4H), 4.99 (s, 2H), 4.35 (d, J = 6.4 Hz, 4H), 

1.47 (s, 18H). 13C NMR (101 MHz, Chloroform-d) ŭ 155.95, 155.04 (dd, J = 261.7, 4.53 Hz), 144.60 

(m), 130.69 (t, J = 9.8 Hz), 111.14 (d, J = 21 Hz), 80.40, 44.02, 28.50. HRMS-ESI (m/z) Calculated for 

C24H28F4N4O4 [M+H] + , 513.2119; found 513.2119.  
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TFA Salt 10. To a solution of 9 (200 mg, 0.39 mmol) in CH2Cl2 (4.5 mL) was added TFA (0.57 mL). 

The reaction was stirred for 3 hours. The TFA was removed under a nitrogen stream, after which the 

residue was dried to afford the title compound as an orange solid (210 mg, 0.39 mmol, 100%, 73:27 of 

E-10 and Z-10). E-10: 1H NMR (400 MHz, Methanol-d4) ŭ 7.34 (s, 4H), 4.23 (s, 4H). 13C NMR (101 

MHz, Methanol-d4) ŭ 156.73 (dd, J = 266.2 Hz, 3.53 Hz), 139.76 (t, J = 10.23 Hz), 132.66 (t, J = 10.21 

Hz) 114.48 (d, J = 22.3 Hz), 43.22. HRMS-ESI (m/z) Calculated for C14H12F4N4 [M+H] +, 313.1071; 

found 313.1070. 

 

Transporter 1b.  Diamine 10 (50 mg, 92.5 ɛmol) was dissolved in MeOH (1 mL). DIPEA (86.2 ɛL, 

0.5 mmol, 6 equiv) was added dropwise. Monosquaramide 11 (38 mg, 185 ɛmol, 2 equiv) in MeCN (1 

mL) was added dropwise, and the solution was stirred at 55°C for 16 h. The reaction was then cooled 

to rt and the solid precipitate was isolated by vacuum filtration and washed with MeOH and MeCN, 

then dried under high vacuum to afford the title compound as an orange solid (50.3 mg, 76.8 ɛmol, 

83%). E-1b: 1H NMR (500 MHz, DMSO) ŭ 9.79 (br s, 2H), 8.08 (br s, 2H), 7.44 (d, J = 8.2 Hz, 4H), 

7.41 (d, J = 10.6 Hz, 4H), 7.37 ï 7.33 (m, 4H), 7.04 (t, J = 7.3 Hz, 2H), 4.92 (d, J = 6.5 Hz, 4H). 13C 

NMR (126 MHz, DMSO) ŭ 183.97, 180.84, 168.88, 164.30, 154.78 (dd, J = 260.2, 4.6 Hz), 145.29 (t, 

J = 9.4 Hz), 138.87, 129.57 (t, J = 9.9 Hz), 129.36, 122.82, 117.91, 111.86 (dd, J = 20.7, 3.3 Hz), 46.22. 

HRMS-ESI (m/z) calculated for C34H21F4N6O4
- [M-H]ï, 653.1566, found 653.1581.  
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Scheme S2. Synthesis of meta-substituted azobenzene anionophore 2 

 

Aryl bromide S2. Prepared according to a modified literature procedure.[3] To a stirring solution of S1 

(3.93 g, 20.5 mmol) in concentrated sulphuric acid (110 mL) under inert atmosphere was added N-

bromosuccinimide (3.64 g, 20.5 mmol) at rt and the resulting suspension was heated to 60 °C and stirred 

for 16 h. The reaction was poured into ice-cold water (100 mL) and extracted with EtOAc (2 x 100 mL). 

The organic layers were concentrated then recrystallized from hexane to afford the title compound as 

white crystals (4.0 g, 14.8 mmol, 72%). 1H NMR (400 MHz, DMSO) ŭ 8.11 (d, J = 8.9 Hz, 1H), 7.79 

(d, J = 8.8 Hz, 1H). Data consistent with that given in the literature. [3] 
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Aniline S3. To a  solution of S2 (4.0 g, 14.77 mmol) in MeOH (100 mL) equipped with a large stirring 

bar was added Fe powder (4.12 g, 73.83 mmol, 5 eq) and ammonium chloride (3.95 g, 73.83 mmol, 5 

eq). The suspension was stirred vigorously at 80 °C (bath temperature) for 4 hours. The solution was 

filtered over celite and the filtrate was concentrated in vacuo to afford the title compound as a white 

solid (3.55 g, 14.74 mmol, 100%). 1H NMR (400 MHz, CDCl3) ŭ 7.05 (d, J = 8.6 Hz, 1H), 6.95 (d, J = 

8.6 Hz, 1H), 4.61 (br s, 2H). 13C NMR (101 MHz, CDCl3) ŭ 141.64, 128.16, 121.84, 121.41, 119.85, 

118.33. HRMS-ESI (m/z) Calculated for C6H4Cl2NBr [M+H] +, not found under any conditions. 

 

Nitrile S4. In a microwave vial was added S3 (3.5 g, 14.53 mmol) and CuCN (1.69 g, 18.89 mmol, 1.3 

eq). The vial was purged with N2 for 10 minutes. Then, 20 mL degassed NMP was added, the tube was 

sealed and reaction was heated to 202 °C under microwave irradiation for 1h. The reaction was cooled, 

poured over ice water ammonia solution and extracted with 50:50 hexane:EtOAc 3x. The combined 

organic layers were sequentially washed with water and 5% LiCl solution, then concentrated. The 

resulting residue was purified by silica gel flash chromatography (50% CH2Cl2 in hexane) to afford the 

title compound as a white solid (1.44 g, 7.70 mmol, 53%, 90% purity). 1H NMR (400 MHz, CDCl3) ŭ 

7.28 (d, J = 8.3 Hz, 1H), 7.00 (d, J = 8.3 Hz, 1H), 4.72 (br s, 2H). 13C NMR (101 MHz, CDCl3) ŭ 

141.48, 128.27, 124.07, 122.11, 121.06, 116.06, 112.33. HRMS-EI (m/z) Calculated for C7H4Cl2N2 

185.9752; found 185.9748 

 

Carbamate 12. To a suspension of LiAlH4 (733 mg, 19.25 mmol, 2.5 eq) in dry THF (40 mL) was 

added S4 (1.44 g, 7.70 mmol, 1.0 eq) in THF (60 mL). The suspension was refluxed for 4 hours. The 

reaction mixture was cooled, diluted in Et2O (150 mL), then water (730 µL), 2.5M NaOH (730 µL), 

and water (2 mL) was added dropwise. The suspension was stirred for 15 minutes, and then anhydrous 

MgSO4 was added (Fieser work-up). The solution was filtered, then concentrated to afford crude S5 

without further purification (1.35 g). 1H NMR (400 MHz, CDCl3) ŭ 7.13 (d, J = 8.2 Hz, 1H), 6.68 (d, J 

= 8.2 Hz, 1H), 4.50 (br s, 2H), 3.84 (s, 2H), 1.85 ï 1.72 (br s, 2H). S5 was dissolved in CH2Cl2 (25 mL), 

then Boc2O (1.51 g, 6.93 mmol, 0.9 eq) in CH2Cl2 (15 mL) was added dropwise. The reaction was 

stirred at room temperature for 16 h. The reaction was concentrated, then purified by silica gel flash 

chromatography (80% CH2Cl2 in hexane) to afford the title compound as a white solid (734 mg, 3.32 

mmol, 43%). 1H NMR (400 MHz, CDCl3) ŭ 7.15 (d, J = 8.3 Hz, 1H), 6.71 (d, J = 8.3 Hz, 1H), 4.92 (s, 

1H), 4.33 (d, J = 6.0 Hz, 2H), 1.45 (s, 9H). 13C NMR (126 MHz, CDCl3) ŭ 155.85, 140.38, 135.78, 

127.49, 118.81, 118.76, 118.10, 79.85, 42.86, 28.53. HRMS-ESI (m/z) Calculated for C12H16Cl2N2O2 

[M+Na]+ , 313.0481; found 313.0481. 
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Phthalimide S7. Prepared according to a modified literature procedure.[4] 3-nitrobenzyl chloride S6 (2 

g, 11.7 mmol) was dissolved in DMF (10 mL). Potassium phthalimide (2.27 g, 12.2 mmol, 1.05 eq) was 

added and the reaction was stirred at 50 °C for 16 hours. The DMF was removed in vacuo at 70 °C. To 

the residue was added water (15 mL) and EtOAc (4 mL) and the biphasic mixture was stirred vigorously 

for 30 minutes. The precipitated solid was filtered, washed with EtOAc and dried to afford the title 

compound as a white solid (2.9 g, 10.27 mmol, 88%). 1H NMR (400 MHz, CDCl3) ŭ 8.28 (t, J = 2.0 

Hz, 1H), 8.14 (ddd, J = 8.2, 2.3, 1.1 Hz, 1H), 7.91 ï 7.85 (m, 2H), 7.79 ï 7.73 (m, 3H), 7.51 (t, J = 7.9 

Hz, 1H), 4.94 (s, 2H). Data consistent with that given in the literature. [4] 

 

Phthalimide 14. Prepared according to a modified literature procedure.[4] S7 (2.9 g, 10.25 mmol) was 

dissolved in EtOH (50 mL). SnCl2.H2O (9.2 g, 41 mmol, 4 eq) was added and the reaction was refluxed 

for 16 hours. The mixture was concentrated and suspended in 60 mL 4N NaOH aned 40 mL EtOAc and 

the biphasic mixture was stirred vigorously for 30 minutes at 0 °C. The precipitated solid was filtered, 

washed with EtOAc and dried to afford a solid, which was recrystallised from MeCN to afford the title 

compound light green crystals (930 mg. 10.3 mmol, 36%). 1H NMR (400 MHz, CDCl3) ŭ 7.84 (dd, J = 

5.5, 3.1 Hz, 2H), 7.73 ï 7.67 (m, 2H), 7.09 (t, J = 7.8 Hz, 1H), 6.82 (dt, J = 7.6, 1.3 Hz, 1H), 6.75 (t, J 

= 2.0 Hz, 1H), 6.58 (ddd, J = 8.0, 2.4, 1.0 Hz, 1H), 4.75 (s, 2H), 3.65 (s, 2H). Data consistent with that 

given in the literature. [4] 

 

Azobenzene 16. A solution of 14 (650 mg, 2.58 mmol) in CH2Cl2 (50 mL), was treated with a solution 

of Oxone® (7.6 g, 23 mmol, 9.0 equiv.) in H2O (50 mL) at 23 °C. The resulting biphasic reaction 

mixture was stirred vigorously at room temperature overnight. Subsequently, the phases were separated 

and the aqueous phase was extracted with CH2Cl2. The combined organic extracts were washed 

sequentially with a 1M aqueous hydrochloric acid solution (50 mL), saturated aqueous sodium 

bicarbonate solution (50 mL), and H2O (50 mL). The washed organic layer was treated with 14 (780 

mg, 8.37 mmol, 1.2 equiv.) and AcOH (40mL). The CH2Cl2 was then removed under reduced pressure 

at 35 °C and the solution was stirred overnight. The AcOH was then removed under reduced pressure. 

The residue was purified by flash silica gel chromatography (CH2Cl2) to yield the title compound as an 

orange solid as a mixture of isomers (620 mg, 1.24 mmol, 48%). E-16: 1H NMR (400 MHz, CDCl3) ŭ 

7.96 (t, J = 1.9 Hz, 2H), 7.89 ï 7.83 (m, 4H), 7.80 (dt, J = 7.9, 1.5 Hz, 2H), 7.74 ï 7.69 (m, 4H), 7.54 

(dt, J = 7.7, 1.5 Hz, 2H), 7.45 (t, J = 7.7 Hz, 2H), 4.95 (s, 4H). 13C NMR (126 MHz, CDCl3) ŭ 168.15, 

152.96, 137.59, 134.17, 132.24, 131.24, 129.58, 123.61, 123.50, 122.11, 41.49. HRMS-ESI (m/z) 

Calculated for C30H20N4O4 [M+H] +, 501.1557; found 501.1556 
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Azobenzene 17. Azobenzene 16 (300 mg, 0.6 mmol, 1.0 eq), NCS (400 mg, 3 mmol, 5.0 eq) and 

Pd(OAc)2 (16.15 mg, 72 µmol, 0.10 eq) were suspended in AcOH (6 mL) under a N2-atmosphere in a 

microwave vial. The tube was sealed and the reaction was heated to 140 °C under microwave irradiation 

for 2h. The dark red solution was cooled, concentrated and redissolved in CH2Cl2. The organic layer 

was washed with water, then concentrated in vacuo. The brown oil was purified by silica gel flash 

chromatography (8% acetone in 1:1 hexane:CH2Cl2) to afford the title compound as an orange solid as 

a mixture of isomers (220 mg, 0.34 mmol, 57%). E-17: 1H NMR (400 MHz, CDCl3) ŭ 7.90 (dd, J = 

5.5, 3.1 Hz, 4H), 7.79 ï 7.75 (m, 4H), 7.39 (d, J = 8.5 Hz, 2H), 7.23 (d, J = 8.4 Hz, 2H), 5.05 (s, 4H). 
13C NMR (126 MHz, CDCl3) ŭ 167.80, 148.00, 134.35, 133.98, 131.93, 129.04, 128.85, 126.81, 125.55, 

123.66, 39.32. HRMS-ESI (m/z) Calculated for C30H16Cl4N4O4 [M+Na]+, 658.9823; found 658.9816 

 

Azobenzene 13. Phthalimide 17 (210 mg, 329 ɛmol) was dissolved in 33% MeNH2 solution in ethanol 

(5 mL). The reaction was stirred refluxed for 3 h. The solvent was removed in vacuo. The resulting 

residue was dissolved in CH2Cl2 (5 mL). To this was added Boc2O (163 mg, 744 ɛmol, 2.2 eq) in 

CH2Cl2 (5 mL). The reaction was stirred at rt for 16 h and the solvent was then removed in vacuo. The 

residue was purified by silica gel flash column chromatography (1.5% EtOAc in CH2Cl2) to afford the 

title compound as an orange solid as a mixture of isomers (76 mg, 131 ɛmol, 39 %, 3:2 ratio of E-13 

and Z-13 as indicated by 1H NMR analysis). E-13: 1H NMR (400 MHz, CDCl3) ŭ 7.38 (d, J = 8.3 Hz, 

2H), 7.33 (d, J = 8.5 Hz, 2H), 5.00 (s, 2H), 4.39 (d, J = 6.4 Hz, 4H), 1.39 (s, 18H). 13C NMR (126 MHz, 

CDCl3) ŭ 155.75, 147.89, 137.07, 129.62, 129.16, 126.86, 125.23, 80.03, 42.39, 28.40. HRMS-ESI 

(m/z) Calculated for C24H28Cl4N4O4 [M+H] +, 577.0937; found 577.0933.  

 
 

TFA salt 18. To a solution of 13 (60 mg, 104 µmol) in CH2Cl2 (1 mL) was added TFA (133 µL). The 

reaction was stirred at room temperature for 2 hours. The TFA was removed under a stream of nitrogen, 

then dried in vacuo to afford the title compound as an orange solid (63 mg, 104 µmol, 100%, 5:2 ratio 

of E-18 and Z-18 as indicated by 1H NMR analysis). E-18: 1H NMR (400 MHz, MeOD) ŭ 7.72 (d, J = 

8.4 Hz, 2H), 7.63 (d, J = 8.4 Hz, 2H), 4.39 (s, 4H). 13C NMR (126 MHz, MeOD) ŭ 147.83, 131.92, 

131.12, 129.80, 127.55, 126.85, 39.93. HRMS-ESI (m/z) Calculated for C14H12Cl4N4 [M+H]+, 

376.9889; found 376.9890.  
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Carrier 2. Amine 18 (23 mg, 37 µmol) was dissolved in MeOH (0.5 mL). DIPEA (40 µL, 0.23 mmol, 

6 eq) was added dropwise. Monosquaramide 11 (15.2 mg, 75 µmol, 2 eq) in MeCN (0.5 mL) was added, 

and the solution was heated at 55 °C for 16 hours. The reaction was cooled to rt and the solid precipitate 

was filtered and washed sequentially with MeOH and MeCN, then collected and dried under high 

vacuum to afford the title compound as an orange solid (16.8 mg, 23.4 µmol, 62%). E-2: 1H NMR (400 

MHz, DMSO) ŭ 9.81 (s, 2H), 8.14 (s, 2H), 7.78 (d, J = 8.4 Hz, 2H), 7.65 (d, J = 8.5 Hz, 2H), 7.44 (d, J 

= 8.1 Hz, 4H), 7.35 (t, J = 7.7 Hz, 4H), 7.04 (t, J = 7.2 Hz, 2H), 5.01 (s, 4H). 13C NMR (126 MHz, 

DMSO) ŭ 183.84, 180.74, 168.91, 164.22, 146.87, 138.86, 137.32, 130.42, 129.86, 129.39, 125.72, 

124.31, 122.87, 118.18, 44.96. HRMS-ESI (m/z) Calculated for C34H22Cl4N6O4 [M-H]-, 717.0373; 

found 717.0376. 

 

Scheme S3. Synthesis of ethyl-substituted azobenzene anionophore 3 
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Bromide 20 and 21. To a solution of compound 19 (5 g, 24.5 mmol) in CHCl3 (100 mL) was added 

Br2 (1.64 mL, 31.85 mmol, 1.3 equiv) dropwise with vigorous stirring. The reaction was stirred under 

reflux for 15 min and then cooled to rt. 10 % sodium thiosulphate solution was added dropwise until 

the reaction mixture had lost its brown colour. The reaction mixture was then neutralised with 10% 

NaHCO3 solution. The organic layer was concentrated, then purified by silica gel column 

chromatography (50% Hexane in CH2Cl2) to afford 20 and 21 as white solids. Compound 20 (2.92 g, 

10.3 mmol, 42%): 1H NMR (400 MHz, d6-DMSO) ŭ 7.87 (s, 2H), 6.58 (s, 2H), 4.76 (d, J = 1.3 Hz, 2H). 

Data consistent with that given in the literature. [5] Compound 21 (2.47 g, 6.8 mmol, 28%): 1H NMR 

(400 MHz, CDCl3) ŭ 7.98 (s, 2H), 6.53 (s, 1H), 5.13 (s, 2H). Data consistent with that given in the 

literature. [6] To improve the yield of desired compound 20, isolated compound 21 was dissolved in THF 

(15ml) and cooled to 0ÁC.  A solution of diethyl phosphite (879 ɛL, 6.8 mmol, 1 equiv) and NEt3 (1.05 

mL, 7.48 mmol, 1.1 equiv.) in THF (6 ml) was added dropwise with vigorous stirring. The reaction was 

brought to rt and stirred for 3 h. 200 mL ice water was poured into the reaction mixture. The precipitate 

was collected and dried by vacuum filtration to afford 1.33 g of 20 (Total yield: 4.25 g, 15.9 mmol, 

61.3%). 

 

Phthalimide 22. To a solution of 20 (4.25 g, 15.0 mmol) in DMF (20 mL) was added potassium 

phthalimide (3.34 g, 16.5 mmol, 1.1 equiv). The reaction was stirred at rt for 3 h and monitored by TLC. 

300 mL of cold water was added to form a precipitate, which was isolated by vacuum filtration then 

dried to afford the title compound as a white solid (5.2 g, 15.0 mmol, quant).  1H NMR (400 MHz, d6-

DMSO) ŭ 7.96 (s, 2H), 7.95 ï 7.88 (m, 4H), 6.65 (s, 2H), 5.13 (s, 2H). 13C NMR (126 MHz, d6-DMSO) 

ŭ 188.49, 167.56, 146.39, 134.80, 131.57, 128.70, 123.37, 122.27, 117.46, 43.87. HRMS-ESI (m/z) 

calculated for C16H10Cl2N2O3
+ [M+H] +, 349.0141; found 349.0141. 
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Aniline 23. To a solution of compound 22 (6.00 g, 17.2 mmol) in TFA (50 mL) at 0°C was added 

dropwise triethylsilane (6.86 mL, 43.0 mmol, 2.5 equiv) under a nitrogen atmosphere with vigorous 

stirring. The reaction was brought to rt and stirred for 16 h. The mixture was diluted with 200 mL of 

water and brought to pH 9 by the addition of 10% NaOH solution (~ 100 mL) to form a precipitate, 

which was isolated by vacuum filtration then dried to afford the title compound as a white solid (5.76 

g, 17.2 mmol, quant.). 1H NMR (400 MHz, DMSO) ŭ 7.87 ï 7.79 (m, 4H), 7.05 (s, 2H), 5.30 (s, 2H), 

3.75 (t, J = 7.0 Hz, 2H), 2.77 (t, J = 7.0 Hz, 2H). 13C NMR (101 MHz, DMSO) ŭ 167.71, 139.46, 134.47, 

131.44, 128.16, 127.28, 123.06, 118.00, 38.68, 32.13. HRMS-ESI (m/z) calculated for C16H13Cl2N2O2
+ 

[M+H] +, 335.0349, found 335.0350. 

 

Protected azobenzene 24. To a solution of 23 (3.82 g, 11.4 mmol) in CH2Cl2 (150 mL) was added 

DBU (3.40 mL, 22.8 mmol, 2 equiv). The solution was stirred at rt for 5 min before being cooled to 

ī78°C. N-chlorosuccinimide (3.04 g, 22.8 mmol, 2 equiv) was added. The solution was stirred at ī78ÁC 

for 10 min before quenching by addition of saturated sodium bicarbonate solution (150 mL). The 

organic layer was washed with water (5 x 150 mL) and 1 M HCl (150 mL), dried over anhydrous MgSO4 

and concentrated in vacuo. The residue was purified by silica gel flash column chromatography 

(CH2Cl2) to afford the title compound as an orange brown solid as a mixture of isomers (1.89 g, 2.84 

mmol, 50%): E-24 1H NMR (500 MHz, CDCl3) ŭ 7.87 (dd, J = 5.5, 3.1 Hz, 4H), 7.75 ï 7.73 (m, 4H), 

7.37 (s, 4H), 3.98 ï 3.94 (m, 4H), 3.05 ï 2.99 (m, 4H). 13C NMR (126 MHz, CDCl3) ŭ 168.20, 146.30, 

140.63, 134.29, 132.07, 129.93, 127.72, 123.57, 38.50, 33.92. HRMS-ESI (m/z) calculated for 

C32H21Cl4N4O4
+ [M+H] +, 665.0317; found 665.0306.  

 

Protected azobenzene diamine 25. Compound 24 (400 mg, 600 ɛmol) was dissolved in 33% MeNH2 

solution in ethanol (9.6 mL). The reaction was stirred under reflux for 4 h. The solvent was removed in 

vacuo. The resulting residue (243 mg) was dissolved in CH2Cl2 (10 mL). To this was added Boc2O (122 

mg, 557 ɛmol) in CH2Cl2 (10 mL). The reaction was stirred at rt for 3 h and the solvent was then 

removed in vacuo. The crude was purified by silica gel flash column chromatography (10% EtOAc in 

CH2Cl2) to afford the title compound as an orange solid as  a mixture of isomers (146 mg, 240.78 ɛmol, 

40 %): E-25: 1H NMR (400 MHz, CDCl3) ŭ 7.29 (s, 4H), 4.58 (s, 2H), 3.40 (q, J = 6.7 Hz, 4H), 2.83 

(t, J = 6.7 Hz, 4H), 1.45 (s, 18H). 13C NMR (126 MHz, CDCl3) ŭ 155.90, 146.11, 141.94, 129.92, 

127.65, 79.79, 41.41, 35.54, 28.51. HRMS-ESI (m/z) calculated for C26H32Cl4N4O4Na+ [M+Na]+, 

629.1042; found 629.1037.  
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Carrier 11. To a solution of 25 (70 mg, 115 ɛmol) in CH2Cl2 (1.6 mL) was added TFA (0.2 mL). The 

reaction was stirred at rt for 4 h. The TFA and solvent were removed by evaporation under a stream of 

nitrogen and then under high vacuum to afford the deprotected amine as an orange salt (73 mg, 115 

ɛmol, quant.). 1H NMR (400 MHz, CD3OD) ŭ 7.51 (s, 4H), 3.22 (d, J = 7.4 Hz, 4H), 3.00 (t, J = 7.4 

Hz, 4H). HRMS-ESI (m/z) calculated for C16H17Cl4N4Na+ [M+H] +, 407.0173; found 407.0173. The 

diamine (23 mg, 39 µmol) was dissolved in MeOH (0.5 mL). DIPEA (40 µL, 0.23 mmol, 6 eq) was 

added dropwise. Monosquaramide 11 (15.6 mg, 77 µmol, 2 eq) in MeCN (0.5 mL) was added, and the 

solution was heated at 55 °C for 16 hours. The reaction was cooled to rt and the solid precipitate was 

filtered and washed sequentially with MeOH and MeCN, then collected and dried under high vacuum 

to afford the title compound as an orange solid (20 mg, 39 µmol, 69%). E-3: 1H NMR (400 MHz, 

DMSO-d6) ŭ 9.67 (br s, 2H), 7.66 (s, 4H), 7.57 (s, 2H), 7.39 (d, J = 6.7 Hz, 4H), 7.32 (t, J = 7.8 Hz, 

4H), 7.02 (t, J = 7.3 Hz, 2H), 3.94 (s, 4H), 3.01 (t, J = 6.9 Hz, 4H). 13C NMR (126 MHz, DMSO) ŭ 

184.55, 180.97, 169.57, 164.24, 145.34, 143.28, 139.40, 130.81, 129.81, 126.63, 123.14, 118.54, 44.62, 

36.33. HRMS-ESI (m/z) Calculated for C36H26Cl4N6O4 [M-H]-, 745.0697; found 745.0690 
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Scheme S4. Synthesis of non-symmetric azobenzene derivatives 
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Phthalimide 27. Prepared according to a modified literature procedure. [7] Amine 26 (1 g, 8.2  mmol, 1 

eq) and triethylamine (3.4 mL, 24.6 mmol, 3 eq) were suspended in toluene (10 mL). phthalic anhydride 

(0.78 mL, 4.5 mmol, 1 eq) suspended in toluene (300 mL) was added dropwise over 4 hours at reflux 

temperature. The solution was hot filtered and the filtrate concentrated and purified by silica gel flash 

chromatography (dry load, 4% EtOAc in CH2Cl2) to afford the title compound as a light yellow solid 

(766 mg, 3.0 mmol, 37%).1H NMR (400 MHz, DMSO) ŭ 7.92 ï 7.79 (m, 4H), 6.98 (d, J = 8.4 Hz, 2H), 

6.48 (d, J = 8.4 Hz, 2H), 5.04 (s, 2H), 4.56 (s, 2H). Data consistent with that given in the literature. [7] 

 

Phthalimide S9. Prepared according to a modified literature procedure. [8] P-nitrobenzyl bromide S8 (7 

g, 32.40 mmol) was dissolved in DMF (45 mL). Potassium phthalimide (6.3 g, 34 mmol, 1.05 eq) was 

added and the reaction was stirred at reflux temperature for 1 h. The reaction was cooled, and ice water 

was added. The filtrate was dissolved in hot EtOAc (300 mL), and allowed to recrystallize for two days 

at room temperature in a 500 mL flask. The solid was collected and washed with cold EtOAc to afford 

the title compound as white crystals (5.9 g, 20.9 mmol, 65%). 1H NMR (400 MHz, CDCl3) ŭ 8.22 ï 

8.15 (m, 2H), 7.88 (dd, J = 5.4, 3.1 Hz, 2H), 7.75 (dd, J = 5.5, 3.1 Hz, 2H), 7.62 ï 7.56 (m, 2H), 4.93 

(s, 2H). [8] 

 

Phthalimide 27. Nitro compound S9 (3 g, 22.0 mmol) was dissolved in 40% MeOH in EtOAc (160 

mL). The reaction was placed under nitrogen, then 10% Pd/C (300 mg) was added. The reaction was 

stirred under H2 atmosphere for 16 hours, filtered over celite, then concentrated to afford the title 

compound as a white solid (2.3 g, 21.7 mmol, 98%). 1H NMR (400 MHz, DMSO) ŭ 7.92 ï 7.79 (m, 

4H), 6.98 (d, J = 8.4 Hz, 2H), 6.48 (d, J = 8.4 Hz, 2H), 5.04 (s, 2H), 4.56 (s, 2H). Data consistent with 

that given in the literature. [7] 
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Fmoc building block 28. Prepared according to a modified literature procedure. [9] 4-

aminobenzylamine 26 (550 mg, 4.5 mmol, 1 eq) and DIPEA (0.78 mL, 4.5 mmol, 1 eq) were dissolved 

in CH2Cl2 (50 mL). Fmoc-Cl (1.16 g, 4.5 mmol, 1 eq) in CH2Cl2 (10 mL) was added dropwise at 0 °C. 

The reaction was stirred at room temperature for 16 hours, after which a white precipitate had formed. 

The organic layer was washed with water, then concentrated in vacuo. The crude was purified by silica 

gel flash chromatography (dry load, 10% EtOAc in CH2Cl2) to afford the title compound as a white 

solid (1.37 g, 4.0 mmol, 88%). 1H NMR (400 MHz, Chloroform-d) ŭ 7.75 (d, J = 7.56 Hz, 2H), 7.58 

(d, J = 7.40 Hz, 2H), 7.39 (t, J = 7.34 Hz, 2H), 7.29 (t, J = 7.30 Hz, 2H), 7.21 (t, J = 6.96 Hz, 1H), 7.05 

(d, J = 8.10 Hz, 2H), 6.62 (d, J = 8.34 Hz, 2H), 5.01 (s br, 1H), 4.42 (d, J = 7.18 Hz, 2H), 4.24 (s, 2H), 

3.72 (br s, 2H). Data consistent with that given in the literature. [9] 

 

 

 

Azobenzene 30. A solution of 28 (855 mg, 2.77 mmol, 1.4 equiv.) in CH2Cl2 (50 mL), was treated with 

a solution of Oxone® (5.43 g, 17.84 mmol, 9.0 equiv.) in H2O (50 mL) at 23 °C. The resulting biphasic 

reaction mixture was stirred vigorously at room temperature overnight, after which the organic layer 

turned green. Subsequently, the phases were separated and the aqueous phase was extracted with 

CH2Cl2 (2x50 mL). The combined organic extracts were washed sequentially with a 1M aqueous 

hydrochloric acid solution (50 mL), saturated aqueous sodium bicarbonate solution (50 mL), and H2O 

(50 mL). The washed organic layer was treated with 27 (500 mg, 1.98 mmol, 1.0 equiv.) and AcOH (40 

mL). The CH2Cl2 was removed under reduced pressure at 35 °C and the solution was stirred for 16 

hours. The AcOH was removed under reduced pressure. The residue was purified by flash silica gel 

chromatography (CH2Cl2 to 1% Acetone in CH2Cl2) to yield the title compound as an orange solid (1.0 

g, 1.69 mmol, 85%). E-30: 1H NMR (400 MHz, CDCl3) ŭ 7.91 ï 7.80 (m, 6H), 7.79 ï 7.74 (m, 2H), 

7.72 (dd, J = 5.5, 3.1 Hz, 2H), 7.64 ï 7.54 (m, 4H), 7.43 ï 7.34 (m, 4H), 7.31 (t, J = 7.5 Hz, 2H), 5.15 

(br t, J = 6.2 Hz, 1H), 4.92 (s, 2H), 4.50 (d, J = 6.7 Hz, 2H), 4.45 (d, J = 6.2 Hz, 2H), 4.23 (t, J = 6.7 

Hz, 1H); 13C NMR (126 MHz, CDCl3) ŭ 168.13, 156.60, 152.27, 152.12, 143.99, 141.66, 141.49, 

139.34, 134.25, 132.21, 129.48, 128.22, 127.84, 127.20, 125.13, 123.60, 123.37, 123.34, 120.14, 66.84, 

47.46, 44.89, 41.44. HRMS-ESI (m/z) Calculated for C37H28N4O4 [M+H] + , 593.2183; found 593.2180 
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Azobenzene 31. This reaction was split into three 1 g batches due to microwave vial size restrictions. 

30, (1g , 1.69 mmol, 1.0 eq), NCS (1.13 mg, 8.44 mmol, 5.0 eq) and Pd(OAc)2 (46 mg, 0.2 mmol, 0.12 

eq) were dissolved in AcOH (17mL) under a N2-atmosphere in a 20 mL pressure tube. The tube was 

sealed and reaction was heated to 140 °C under microwave irradiation for 2h. The dark red solution was 

cooled, concentrated and redissolved in CH2Cl2. The organic layer was washed sequentially with sat. 

aq. NaCl and phosphate buffer (pH 7), and then concentrated in vacuo. The three batches were combined 

and purified by silica gel flash chromatography (CH2Cl2) to afford the title compound as a dark red 

solid as a mixture of isomers (1.96 g, 2.68 mmol, 51% [~90% purity]). E-31: 1H NMR (400 MHz, 

CDCl3) ŭ 7.88 (td, J = 5.3, 2.2 Hz, 2H), 7.76 (dd, J = 5.4, 3.1 Hz, 2H), 7.74 ï 7.62 (m, 2H), 7.58 (d, J 

= 6.2 Hz, 2H), 7.53 (s, 2H), 7.45 ï 7.31 (m, 4H), 7.26 ï 7.15 (m, 2H), 5.21 (br t, J = 6.6 Hz, 1H), 4.84 

(s, 2H), 4.62 ï 4.41 (m, 1H), 4.38 (d, J = 6.6 Hz, 2H), 4.22 (t, J = 6.7 Hz, 1H). 13C NMR (126 MHz, 

CDCl3ύ ʵ мстΦтоΣ мрсΦнпΣ мптΦслΣ мптΦмоΣ мпрΦсфΣ мпоΦомΣ мпмΦлсΣ моуΦппΣ мопΦосΣ момΦфмΣ мнфΦпфΣ 

129.17, 128.33, 128.24, 128.07, 128.03, 125.44, 123.67, 120.09, 66.59, 47.24, 43.89, 40.35. HRMS-

ESI (m/z) Calculated for C37H24Cl4N4O4 [M-H]- , 729.0624; found 729.024 

 

 

 

 

Amine 32. 31 (1.1 g, 1.51 mmol) was dissolved in DMF (8 mL). Diisopropylamine (341 µL, 1.96 mmol, 

1.3 eq) was added, and the reaction was stirred at room temperature for 1 hour, after which a precipitate 

had formed. The DMF was azeotropically removed under reduced pressure with toluene. The residue 

was purified by silica gel flash chromatography (100:3:1 CH2Cl2:MeOH:NEt3) to afford the title 

compound as a dark red solid as a mixture of isomers (580 mg, 1.14 mmol, 76%), which is used 

immediately in the next step. E-32: 1H NMR (400 MHz, CDCl3) ŭ 7.92 ï 7.85 (m, 2H), 7.79 ï 7.72 (m, 

2H), 7.52 (s, 2H), 7.44 (s, 2H), 4.84 (s, 2H), 3.91 (s, 2H). HRMS-ESI (m/z) Calculated for 

C22H14Cl4N4O2 [M+H] +, 506.9944; found 506.9943 

 

Monosquaramide 33. To a stirred solution of S10 (100 mg, 0.70 mmol, 1 eq) in methanol (1 mL) was 

added N-methylaniline S11 (68 µL, 0.7 mmol, 1 eq) and the mixture was allowed to stir at room 

temperature for 90 hours. The reaction was concentrated and purified by silica gel flash chromatography 

(6 % MeCN in CH2Cl2) to afford the title compound as a white solid (75 mg, 0.345 mmol, 49%).1H 

NMR (400 MHz, CDCl3) ŭ 7.46 ï 7.38 (m, 2H), 7.33 ï 7.27 (m, 1H), 7.20 ï 7.13 (m, 2H), 4.52 ï 4.19 

(br s, 3H), 3.73 (s, 3H). 13C NMR (126 MHz, CDCl3) ŭ 189.00, 184.58, 177.99, 170.78, 141.56, 129.16, 

127.17, 123.14, 60.75, 39.39. HRMS-ESI (m/z) Calculated for C12H11NO3 [M+H] -, 218.0812; found 

218.0810 
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Squaramide 34. 32 (580 mg, 1.14 mmol) and 33 (272 mg, 1.26 mmol, 1.1 eq) were dissolved in MeOH 

(10 mL) and MeCN (5 mL). DIPEA (437 µL, 2.51 mmol, 2.2 eq) was added. The reaction was stirred 

at 50 °C for 6 hours. The reaction was concentrated, then purified by silica gel flash chromatography 

(5% to 8% MeCN in CH2Cl2) to afford the title compound as an orange solid as a mixture of isomers 

(270 mg, 0.49 mmol, 43%). E-34: 1H NMR (400 MHz, CDCl3) ŭ 7.92 ï 7.86 (m, 2H), 7.78 ï 7.73 (m, 

2H), 7.52 (s, 2H), 7.50 ï 7.45 (m, 2H), 7.37 ï 7.30 (m, 1H), 7.28 (s, 2H), 7.15 ï 7.10 (m, 2H), 4.84 (s, 

2H), 4.80 (d, J = 6.6 Hz, 2H), 4.29 (t, J = 6.5 Hz, 1H), 3.80 (s, 3H). 13C NMR (126 MHz, CDCl3) ŭ 

184.52, 184.29, 167.88, 166.79, 165.86, 147.19, 147.05, 141.48, 140.27, 138.78, 134.52, 132.02, 

130.08, 129.66, 128.44, 128.03, 127.84, 127.56, 123.82, 123.13, 47.14, 40.48, 39.17. HRMS-ESI (m/z) 

Calculated for C33H21Cl4N5O4 [M+H] + , 692.0420; found 692.0416 

 

 

 

 

 

 

Squaramide 35. 34 (270 mg, 390 µmol) was dissolved in MeCN (5 mL). Cs2CO3 (950 mg, 2.29 mmol, 

7.5 eq) and MeI (364 µL, 5.84 mmol, 15 eq) were stirred vigorously for 16 h at rt. The reaction was 

concentrated, then diluted in CH2Cl2 and washed with water to remove salts. The organic layer was 

concentrated and purified by silica gel flash chromatography (7% Acetone in 50:50 CH2Cl2:PhMe) to 

afford the title compound as an orange solid as a mixture of isomers (236 mg, 333 µmol, 86%). E-35: 
1H NMR (400 MHz, CDCl3) ŭ 7.92 ï 7.86 (m, 2H), 7.79 ï 7.73 (m, 2H), 7.54 (s, 2H), 7.39 (t, J = 7.7 

Hz, 2H), 7.27 (s, 2H), 7.21 (t, J = 7.6 Hz, 1H), 7.12 ï 7.07 (m, 2H), 4.85 (s, 2H), 4.71 (s, 2H), 3.80 (s, 

3H), 2.30 (s, 3H). 13C NMR (126 MHz, CDCl3) ŭ 186.00, 185.29, 170.45, 167.87, 166.88, 147.27, 

147.07, 144.70, 138.81, 138.32, 134.52, 132.02, 130.13, 129.67, 128.76, 128.00, 127.86, 126.51, 

123.83, 122.03, 54.72, 40.48, 39.49, 38.79. HRMS-ESI (m/z) Calculated for C34H23Cl4N5O4 [M+H] +, 

706.0577; found 706.0577 

 

 



19 
 

 

Control compound 4. Phthalimide 35 (80 mg, 113 µmol) was dissolved in CH2Cl2 (4 mL). Ethylene 

diamine (0.5M in MeOH) (1.36 mL, 680 µmol, 6 eq) was added, and the reaction was stirred at 43 

degrees bath temperature for 48 hours. The reaction was concentrated in vacuo (do not exceed 40 °C). 

The orange residue was purified by flash-column chromatography (5% MeOH in CH2Cl2) to afford 12 

mg (20.8 µmol) of intermediate amine 36. 1H NMR (400 MHz, CDCl3) ŭ 7.48 ï 7.43 (s, 2H), 7.42 ï 

7.37 (m, 2H), 7.29 (s, 2H), 7.24 ï 7.19 (m, 1H), 7.12 ï 7.08 (m, 2H), 4.72 (s, 2H), 3.93 (s, 2H), 3.82 (s, 

3H), 2.31 (s, 3H). The residue was immediately dissolved in 1:1 MeOH/CHCl3 (0.5 mL) and DIPEA (7 

µL, 41.6 µmol, 2 eq) was added. Monosquaramide 11 (4.22 mg, 20.8 µmol, 1 eq) in MeCN (0.5 mL) 

was added, and the reaction was stirred at 55 °C for 16 hours. The reaction was cooled to rt and the 

solid precipitate was filtered and washed sequentially with MeOH and MeCN, then collected and dried 

under high vacuum to afford the title compound as an orange solid (6.2 mg, 7 µmol, 7% over 2 steps). 

E-4: 1H NMR (400 MHz, DMSO) ŭ 9.81 (s, 1H), 8.12 (s, 1H), 7.75 (s, 2H), 7.68 (s, 2H), 7.47 ï 7.41 

(m, 2H), 7.39 ï 7.28 (m, 6H), 7.21 ï 7.16 (m, 1H), 7.04 (tt, J = 7.3, 1.2 Hz, 1H), 4.90 (d, J = 5.5 Hz, 

2H), 4.78 (s, 2H), 3.68 (s, 3H), 2.24 (s, 3H). 13C NMR (126 MHz, DMSO) ŭ 186.02, 184.51, 184.01, 

180.81, 170.82, 168.80, 166.24, 164.33, 145.68, 145.49, 144.31, 142.74, 140.18, 138.87, 129.40, 

129.35, 129.17, 128.85, 126.40, 126.31, 125.37, 122.83, 121.61, 118.23, 53.25, 45.80, 38.33, 38.12. 

HRMS-ESI (m/z) Calculated for C36H26Cl4N6O4 [M-H]-, 745.0697; found 745.0687.  

 

 

Control 38. Phenethylamine (24 µL, 189 µmol, 1.1 eq) was added to 11 (35 mg, 172 µmol, in MeCN, 

and the reaction was stirred at room temperature for 16 hours. The solid precipitate was filtered and 

washed sequentially with MeOH and MeCN, then collected and dried under high vacuum to afford the 

title compound as a white solid (42 mg, 143 µmol, 83 %). 1H NMR (500 MHz, DMSO) ŭ 9.63 (s, 1H), 

7.64 (s, 1H), 7.40 (d, J = 8.0 Hz, 2H), 7.32 (t, J = 7.6 Hz, 4H), 7.27 (d, J = 7.4 Hz, 2H), 7.23 (t, J = 7.2 

Hz, 1H), 7.02 (t, J = 7.3 Hz, 1H), 3.87 (m, 2H), 2.90 (t, J = 7.1 Hz, 2H). 13C NMR (126 MHz, DMSO) 

ŭ 184.00, 180.31, 169.14, 163.54, 138.97, 138.38, 129.33, 128.82, 128.45, 126.38, 122.58, 117.97, 

44.91, 36.88. HRMS-ESI (m/z) Calculated for C18H15N2O2 [M+H] + , 291.1139; found 291.1140.  
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Figure S1. 1H NMR spectrum of 6 (Chloroform-d, 298 K). 
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Figure S2. 1H NMR spectrum of 8 (Chloroform-d, 298 K). 

 

Figure S3. 13C NMR spectrum of 8. (Chloroform-d, 298 K). 
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Figure S4. 1H NMR spectrum of E-9 (Chloroform-d, 298 K). Z-9 signals labelled as *. 

 

Figure S5. 13C NMR spectrum of E-9. (Chloroform-d, 298 K). Z-9 signals labelled as *. 
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Figure S6. 1H NMR Spectrum of 10 (Methanol-d4, 298 K). Z-10 signals labelled as *. 

 

Figure S7. 13C NMR Spectrum of 10, (Methanol-d4, 298 K). Z-10 signals labelled as *. 
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Figure S8. 1H NMR Spectrum of 1b (DMSO-d6, 298 K).  

 

Figure S9. 13C NMR Spectrum of 1b (DMSO-d6, 298 K).  
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Figure S10. HSQC of 1b. Key 1Hï13C correlations highlighted. (DMSO-d6, 298 K). 

 

Figure S11. HMBC of 1b. Key 1Hï13C correlations highlighted. (DMSO-d6, 298 K). 



26 
 

 

Figure S12. 1H NMR spectrum of S2 (DMSO-d6, 298 K). 

 

Figure S13. 1H NMR spectrum of S3 (Chloroform-d, 298 K). 
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Figure S14. 13C NMR spectrum of S3. (Chloroform-d, 298 K). 

 

Figure S15. 1H NMR spectrum of S4 (Chloroform-d, 298 K). 
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Figure S16. 13C NMR spectrum of S4. (Chloroform-d, 298 K). 

 

Figure S17. 1H NMR spectrum of 12 (Chloroform-d, 298 K). 
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Figure S18. 13C NMR spectrum of 12 (Chloroform-d, 298 K). 

 

Figure S19. 1H NMR spectrum of S7 (Chloroform-d, 298 K). 
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Figure S20. 1H NMR spectrum of 14 (Chloroform-d, 298 K). 

 

Figure S21. 1H NMR spectrum of E-16 (Chloroform-d, 298 K).  
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Figure S22. 13C NMR spectrum of E-16. (Chloroform-d, 298 K). 

 

Figure S23. 1H NMR spectrum of E-17 (Chloroform-d, 298 K). Z-17 signals labelled as *. 
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Figure S24. 13C NMR spectrum of E-17. (Chloroform-d, 298 K). Z-16signals labelled as *. 

 

Figure S25. 1H NMR spectrum of E-13 (Chloroform-d, 298 K). Z-13 signals labelled as *. 
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Figure S26. 13C NMR spectrum of E-13. (Chloroform-d, 298 K). Z-13 signals labelled as *. 

 

Figure S27. 1H NMR Spectrum of E-18, (Methanol-d4, 298 K). Z-18 signals labelled as *. 
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Figure S28. 13C NMR Spectrum of E-18, (Methanol-d4, 298 K). Z-18 signals labelled as *. 

 

Figure S29. 1H NMR Spectrum of E-2. (DMSO-d6, 298 K). 



35 
 

 

Figure S30. 13C NMR Spectrum of E-2. (DMSO-d6, 298 K). Z-2 signals labelled as *. 

 

Figure S31. HSQC of E-2. Key 1Hï13C correlations highlighted. (DMSO-d6, 298 K). 
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Figure S32. HSQC of E-2. Key 1Hï13C correlations highlighted. (DMSO-d6, 298 K). 

 

Figure S33. 1H NMR Spectrum of 20. (DMSO-d6, 298 K). 
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Figure S34. 1H NMR Spectrum of 21. (Chloroform-d, 298 K). 

 

Figure S35. 1H NMR Spectrum of 22. (DMSO-d6, 298 K). 
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Figure S36. 13C NMR Spectrum of 22. (DMSO-d6, 298 K). 

 

Figure S37. 1H NMR Spectrum of 23. (DMSO-d6, 298 K). 
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Figure S38. 13C NMR Spectrum of 23. (DMSO-d6, 298 K). 

 

Figure S39. 1H NMR spectrum of E-24 (Chloroform-d, 298 K). Z-24 signals labelled as * 
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Figure S40. 13C NMR spectrum of E-24 (Chloroform-d, 298 K). Z-24 signals labelled as * 

 

Figure S41. 1H NMR spectrum of E-25 (Chloroform-d, 298 K). Z-25 signals labelled as * 
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Figure S42. 13C NMR spectrum of E-25 (Chloroform-d, 298 K). Z-25 signals labelled as * 

 

Figure S43. 1H NMR spectrum of E-3 (DMSO-d6, 298 K). Z-3 signals labelled as *. 
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Figure S44. 13C NMR Spectrum of E-3. (DMSO-d6, 298 K). Z-3 signals labelled as *. 

 

Figure S45. HSQC of 3. Key aromatic 1Hï13C correlations highlighted. (DMSO-d6, 298 K). 



43 
 

 

Figure S46. HMBC of 3. Key 1Hï13C correlations highlighted. (DMSO-d6, 298 K). 

 

Figure S47. 1H NMR Spectrum of 27 (DMSO-d6, 298 K). 
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Figure S48. 1H NMR spectrum of S9 (Chloroform-d, 298 K). 

 

Figure S49. 1H NMR spectrum of 28 (Chloroform-d, 298 K). Minor rotameric signals labelled as * 
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Figure S50. 1H NMR spectrum of E-30 (Chloroform-d, 298 K). 

 

Figure S51. 13C NMR spectrum of E-30 (Chloroform-d, 298 K). 
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Figure S52. 1H NMR spectrum of E-31 (Chloroform-d, 298 K).  

 

Figure S53. HSQC of E-31. Key 1Hï13C correlations highlighted. (Chloroform-d, 298 K). 
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Figure S54. HMBC of E-31. Key 1Hï13C correlations highlighted. (Chloroform-d, 298 K). 

 

Figure S55. 13C NMR spectrum of E-31 (Chloroform-d, 298 K). Z-31 peaks labelled as * 
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Figure S56. 1H NMR spectrum of E-32 (Chloroform-d, 298 K). Z-32 signals labelled as *. 

 

Figure S57. 1H NMR spectrum of 33 (Chloroform-d, 298 K). 
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Figure S58. 13C NMR spectrum of 33 (Chloroform-d, 298 K).  

 

Figure S59. 1H NMR spectrum of E-34 (Chloroform-d, 298 K). Z-34 signals labelled as *. 
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Figure S60. 13C NMR spectrum of E-34 (Chloroform-d, 298 K). 

 

Figure S61. HSQC of E-34. Key 1Hï13C correlations highlighted. (Chloroform-d, 298 K). 
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Figure S62. HMBC of E-34. Key 1Hï13C correlations highlighted. (Chloroform-d, 298 K). 

 

Figure S63. 1H NMR spectrum of E-35 (Chloroform-d, 298 K). Z-35 signals labelled as *. 
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Figure S64. 13C NMR spectrum of E-35 (Chloroform-d, 298 K). 

 

Figure S65. HSQC of E-35. Key 1Hï13C correlations highlighted. (Chloroform-d, 298 K). 
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Figure S66. HMBC of E-35. Key 1Hï13C correlations highlighted. (Chloroform-d, 298 K). 

 

Figure S67. 1H NMR spectrum of 36 (Chloroform-d, 298 K). Z-36 signals labelled as *. 
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Figure S68. 1H NMR spectrum of 4 (DMSO-d6, 298 K). Z-4 signals labelled as *. 

 

Figure S69. 13C NMR Spectrum of E-1i. (DMSO-d6, 298 K). Z-4 signals labelled as *. 
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Figure S70. COSY of 4. Key 1Hï1H correlations highlighted. (DMSO-d6, 298 K). 

 

Figure S71. HSQC of 4. Key 1Hï13C correlations highlighted. (DMSO-d6, 298 K). 
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Figure S72. HMBC of 4. Key 1Hï13C correlations highlighted. (DMSO-d6, 298 K). 

 

Figure S73. 1H NMR spectrum of 37 (DMSO-d6, 298 K). 
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Figure S74. 1H NMR spectrum of 38 (DMSO-d6, 298 K). 

 

Figure S75. 13C NMR spectrum of 38 (DMSO-d6, 298 K). 
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Figure S76. HRMS spectrum of 8. HRMS-ESI (m/z) Calculated for C12H16O2N2F2 [M+Na]+ , 281.1072; 

found 281.1072. 

 

Figure S77. HRMS spectrum of 9. HRMS-ESI (m/z) Calculated for C24H28F4N4O4 [M+H] + , 513.2119; 

found 513.2119. 

  

Figure S78. HRMS spectrum of 10. HRMS-ESI (m/z) Calculated for C14H12F4N4 [M+H] +, 313.1071; 

found 313.1070. 
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Figure S79. HRMS spectrum of 1b. HRMS-ESI (m/z) calculated for C34H21F4N6O4
- [M-H]ï, 653.1566, 

found 653.1581. 

 

Figure S80. HRMS spectrum of S4. HRMS-EI (m/z) Calculated for C7H4Cl2N2 185.9752; found 

185.9748 

  

Figure S81. HRMS spectrum of 12. HRMS-ESI (m/z) Calculated for C12H16Cl2N2O2 [M+Na]+ , 

313.0481; found 313.0481. 
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Figure S82. HRMS spectrum of 16. HRMS-ESI (m/z) Calculated for C30H20N4O4 [M+H] +, 501.1557; 

found 501.1556 

 

Figure S83. HRMS spectrum of 17. HRMS-ESI (m/z) Calculated for C30H16Cl4N4O4 [M+Na]+, 

658.9823; found 658.9816 

 

Figure S84. HRMS spectrum of 13. HRMS-ESI (m/z) Calculated for C24H28Cl4N4O4 [M+H] +, 

577.0937; found 577.0933.  
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Figure S85. HRMS spectrum of 18. HRMS-ESI (m/z) Calculated for C14H12Cl4N4 [M+H] +, 376.9889; 

found 376.9890. 

 

Figure S86. HRMS spectrum of 2. HRMS-ESI (m/z) Calculated for C34H22Cl4N6O4 [M-H]-, 717.0373; 

found 717.0376. 

 

Figure S87. HRMS spectrum of 22. HRMS-ESI (m/z) calculated for C16H10Cl2N2O3
+ [M+H] +, 

349.0141; found 349.0141. 














































































