[bookmark: _GoBack]Synthesis of RA839 (3S)-1-[4-[(2,3,5,6-tetramethylphenyl)sulfonylamino]-1-naphthyl]pyrrolidine-3-carboxylic acid
Step 1) (3S)-1-(4-nitro-1-naphthyl)pyrrolidine-3-carboxylic acid


To a solution of 1-bromo-4-nitronaphthalene (2,0 g, 7,93 mmol) in DMF (50 mL) was added potassium carbonate (3,29 g, 23,80 mmol), pyrrolidine-3-carboxylic acid (1,83 g, 15,87 mmol), and copper(I) iodide (151 mg, 0,79 mmol) under argon. The reaction mixture was stirred at 150°C for 24h. After cooling to room temperature, hydrogen chloride (100 mL, aq. 1M) was added. The mixture was extracted with dichloromethane. The combined organic phases were washed with sodium chloride (sat. aq. solution), and dried over sodium sulfate. Filtration and removal of the solvent in vacuo afforded the title compound as crude yellow oil (3,4 g) which was used in the next step 2) without further purification.

Step 2) (3S)-1-(4-amino-1-naphthyl)pyrrolidine-3-carboxylic acid


To a solution of crude (3S)-1-(4-nitro-1-naphthyl)pyrrolidine-3-carboxylic acid (400 mg) in a mixture of methanol (5 mL) and ethyl acetate (2 mL) were added Pd/C (9 mg, 0,08 mmol) and hydrogen (2 bar). The suspension was stirred at room temperature for 1h. Filtration and removal of the solvent in vacuo afforded the title compound as crude yellow oil in quantitative yield which was used in the next step 3) without further purification.

Step 3) (3S)-1-[4-[(2,3,5,6-tetramethylphenyl)sulfonylamino]-1-naphthyl]pyrrolidine-3-carboxylic acid


To a solution of crude (3S)-1-(4-amino-1-naphthyl)pyrrolidine-3-carboxylic acid (300 mg) in dichloro-methane (5 mL) were added pyridine (80 µL, 0,98 mmol) and 2,3,5,6-tetramethylbenzene-1-sulfonyl chloride (191 mg, 0,82 mmol). The reaction mixture was stirred at room temperature for 2 h.  Water (10 mL) was added, and the mixture was adjusted to pH = 2 with HCl (2M) and afterwards extracted with dichloromethane. The combined organic phases were dried over sodium sulfate, filtered and concentrated in vacuo. The resulting residue was purified via silica gel flash chromatography with
n-heptane / ethyl acetate / 0,1% acetic acid (gradient 20% to 60% ethyl acetate) as eluent to yield 143 mg (0,316 mmol, 35 % overall yield for 3 steps) of the title compound as a white powder. 
1H NMR (400 MHz, DMSO): δ 12.38 (s, 1H), 9.76 (s, 1H), 8.13 (d, J = m, 1H), 8.04 (m, 1H), 7.44 (m, 2H), 7.18 (s, 1H), 6.90 (d, J = 8.1 Hz, 1H), 6.86 (d, J = 8.1 Hz, 1H), 3.50 (dd, J = 9.5, 5.7 Hz, 1H), 3.31 (m, 1H), 3.24 (m, 1H), 3.16 (m, 1H), 2.26 (s, 6H), 2.20 (m, 2 H), 2.17 (s, 6H); MS (ES+) Calcd.: [M+H] 452.18, Found: 453.35.
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